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When the problem is haemorrhage or shock 
‘PLASVMOSAN’ 


fulfils the requirements of a plasma substitute in that 


§ Its viscosity, colloidal osmotic sufficient time to allow. the 
pressure and tonicity restoration of the plasma 


approximate closely to those of proteins. 
blood. 


2 it has a high margin of safety, is 
non-antigenic and non-pyrogenic. 


3 It is retained in the body for a 


4 It is not stored in the tissues. 


Sit does not affect kidney 
function nor disturb blood 
grouping or clotting. 


* PLASMOSAN ' provides a sound and effective means of restoring the 
blood pressure in cases of injury, and of maintaining it during operation. 
Its particular value is that it is ready for immediate use in any amount, 
and can be administered without the time-consuming investigations 
which are necessary before blood transfusion. 


We shail be pleased to send detailed literature on request. 


*PLASMOSAN ° is supplied 
in stondord transfusion bottles 
of 540 c.c. in cartons of 4. 
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The particular value of 


MAGSORBENT 


in chronic hyperchlorhydric disorders 
depends upon the moderation of its 
rate of interaction with acids. The time 
required for complete interaction ap- 
proximates to the normal emptying 
time of the stomach. It can, therefore, 
be taken in generous excess of the 
amount required to combine with the 
acid present in the stomach at any 
particular moment, without risk of 
overneutralisation. 


Samples of Magsorbent Powder and 
Tablets, also literature, are available 
on request. 


KAYLENE, LIMITED 


WATERLOO ROAD, LONDON, N.W.2 


Sole Distributors : ADSORBENTS, LTD. 
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“FORTIOR” 
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JUDY'S IN 
TROUBLE 
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“She's at a difficult age under 
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any conditions ... bul these 

days with fresh food so dear and 

diet so dull, so many demands 





on her young body and de elop- 
ing mind...no wonder she’s 
run down. Looks like another 
case of Vitamin deficiency’’. 
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Vitamin B,, is extending its range. The introduction of CYTACON 
(Glaxo oral vitamin B,,) enabled many doctors to investigate for 
themselves the growth effect of B,, in children failing to thrive.* 
Those who have observed beneficial effects have also noted an 
improvement in appetite, alertness and general behaviour when 
adequate dosage (say, 20-50 micrograms or more daily) is given orally. 

Less conclusive but still encouraging results have been recorded 
in the treatment of a small number of herpes zoster cases with 
vitamin B,,. Typically, pain was suppressed after the injection of 
20 to 60 micrograms of B,,; local signs disappeared after a few 
daily injections. 

Mounting clinical evidence points to interesting medical possibili- 


ties for the * anti-anaemic factor’ isolated in a Glaxo research 


laboratory in April 1948. 


*Ref.: Wetzel, N. C. et al, Science, 1949, 110, 651. Chow, B.F., J. Nustrit. 1951, 43, 323 
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Essential Books for the General Practitioner 


MODERN DIETARY THE DOCTOR: His Career, His 
TREATMENT Business, His Human Relations 
MARGERY ABRAHAMS, M.A., M.SC., STANLEY R. TRUMAN, M.D. A guide to 
and Etsig M. WIDDOWSON, D.SC., every aspect of medical practice, and 
PH.D. Third Edition, completely invaluable for the student about to set 
nnulentiatinalichnal joak 7 up in private practice. Pp. viii 152, 
Cvised in the lig tc mogern KnOW- with 3 illustrations. Postage Is. 24s. 
ledge and covering all aspects of 
principle and practice in dietetics. : ata 
“The best book on the therapeutic MODERN MANAGEMENT IN 
val CLINICAL MEDICINE 
use of food that the present reviewer 
has had the pleasure of reading. KENNETH F. ALBRECHT, M.D.,_ S.A. 


“With Albrecht at his side the prac- 
titioner will always have the most 
modern information on the problems 


Students should study this book; it 
could save them a great deal of 


trouble and much muddled thinking.” ‘ : 
The Medical Press. he meets in his consulting room and 
daily round.”’—British Medical Journal. 

Pp. vill + 356, with numerous tables Pp. x + 1,238, with 237 illustrations. 
and charts. Postage Is 2Is. Postage Is. 3d. 76s. 6d 











T- Henrietta Street, London, W.C.2 








ANGIOCARDIOGRAPHY 
(Annals of Roentgenology, Vol. XX) 
by CHARLES DOTTER, M.D., and |. STEINBERG, M.D. 
Cornell University Medical College and New York Hospital 
Contains detailed guidance to differential diagnosis of heart and lung diseases. 
Of great clinical value to the radiologist and chest specialist. 
Ready shortly. 328 pp. with 537 illustrations 118s. 6d. 


CLINICAL ROENTGENOLOGY OF THE HEART 
(Annals of Roentgenology, Vol. XVII!) 
by JOHN B. SCHWEDEL, M.D., Roentgenology Department, 
Montefiore Hospital, New York 
A selective and clinical study of roentgenology of diseases of the heart and great 
vessels. Clinical and pathological approach is related to other methods of diagnosis. 
392 pp. with 749 illustrations 93s. 


HAEMATOLOGY VARICOSE VEINS 
by WILLIS FOWLER, M.D., Professor of by DAVID W. BARROW, M.D., Lex agton, 
Internal Medicine, University of lowa Medical K 
School entucky 
choo 
546 pp. Iilustrated 65s. 176 pp. Iilustrated 25s 


CASSELL & CO. LTD., 37 38, St. Andrew’s Hill, London, E.C.4 
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BUTTERWORTHS 


Latest Publications 


MODERN PRACTICE IN TUBERCULOSIS 
Just published. Edited by T. HOLMES SELLORS, M.A., D.M., M.Cu., F.R.C.S 
Thoracic Sureeon, Middlesex Hospital ; Sureeon, london Chest and Harefield Hospita 
Teacher of Surgery, Middlesex Hospital Medical School and the Institute of Diseases 
the Chest, University of London ; and |AMES L. LIVINGSTONE, M.D., I 
Physician, King’s College Hospital and Brompton Hospital, London; Fellow of King’s 
College, University of London; Teacher of Medicine, King’s College Hospital Medical 
School and the Institute of Diseases of the Chest, University of London 
In two volumes. Index to whole work in each volume. Fully illustrated. {7 7s. net 
The great and rapid strides made by chemotherapy and surgical treatment of 





tuberculosis during the last few years have given rise to an urgent need for a 
compendium of modern views on the subject. This new book will therefore be 
particularly valuable, not only to workers in the field of tuberculosis, but also to 
general physicians and clinicians, for the subject embraces so many branches of 
medicine 
MODERN TRENDS IN GASTRO-ENTEROLOGY 
Just published. Edited by F. AVERY JONES, M.D., I P., Physician, Central 
Viddlesex Hospital; Consultant in Gastro-Enterology to tl st-Graduate Medical 
School of London, to St. Mark’s Hospital and to the Royal } 
Pp. 815 + Index. 273 illustrations. i$ $s. net 
rhis book, dealing with recent progress in the subject, will be of interest to a wide 
circle of medical men, and of special value to physicians, surgeons and general 
practitioners 
Each contributor has been responsible for some advance in his subject, and is thus 
particularly able to review the present-day position. The co-operation between 
physicians and surgeons is an important feature of this new volume in the Modern 
Trends Series 
THE DENTAL ANNUAL, 1952 
Ready this montl Edited by EVELYN SPRAWSON, M.C., D.Sc., F.D.S., 
M.R.C.S., L.R.C.P. Consulting Dental Surgeon to the London Hospital ; Vice-President 
of the Medical Protection Society; Lecturer in Dental Surgery and Pathology, and Hunterian 
Professor, Royal College of Surgeons of England; Professor of Dental Sureery, London 
He spital 
Pp. 272 + Index. Illustrated 358. net, by post 1s. extra 
This is the first issue of a much needed Annual, specially designed for the dental 
profession. It is arranged in three parts. Part | consists of special articles on recent 
progress. Part II contains essential information, and Part III is a useful collection 
of abstracts from journals, etc 
THE MANAGEMENT OF BRONCHIAL ASTHMA 
A Guide to Treatment 
Now ready. By HERBERT G. |]. HERXHEIMER, M.D. Frankfort, L.R.C.P.Ed., 
L.R.C.S.Ed., L.R.F.P.S.Glas., Research Assistant, University Colleve Hospital 
Medical School, London; formerly Professor of icine at the University of Berlin 
Pp. 11 Index. Illustrated 22s. 6d. net, by post 6d. extra 
An up-to-date review of the state of asthma therapy today in which the author has 
drawn on his vast experience, to present the technical details of current methods 
of management of the disease in such a way as to provide a guide and an inspiration 
to the practitioner faced with the innumerable problems of this common and often 
unpredictable disease 


BUTTERWORTH & CO. (PUBLISHERS) LTD. 
BELL YARD :: TEMPLE BAR :: LONDON, W.C.2 
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H. K. LEWIS & Co. Ltd. 


Medical Booksellers and Publishers 


Very large stock of Textbooks and 

Recent Literature in all branches of 

Medicine and Surgery. Select stock 

of Foreign Books. Those not in stock 

obtained under Board of Trade 
Licence. 


LENDING LIBRARY 
Annual subscription from 25s. 
Prospectus post free on request. 


The Library Catalogue revised to December 
1949. 35s. net; postage Is. To subscribers 
to the Library, 17s. 6d. net. 


Bi-Monthly List of New Books and New Editions 
sent post free to Subscribers on request 


SECOND-HAND DEPARTMENT 
140 GOWER STREET 


Large stock of second-hand recent 
editions 


H. K. LEWIS & Co. Ltd. 


136 Gower Street, London, W.C.! 
Telephone : EUSton 4282 (7 lines) 




















Reap cy 
Sub-Fertility 


Centre 


* 


THE FAMILY PLANNING 
ASSOCIATION Sub-Fertility 
Centre, 64, Sloane Street, Lon- 
don, S.W.1. Under medical 
direction; undertakes the in- 
vestigation and treatment of 
male sub-fertility. Patients 
accepted through doctors and 
hospitals only. Write for details 


and charges. 
Telephone: SLOane 9112 























THE NUFFIELD 
FOUNDATION 
Medical Fellowships 


As part of its programme for the 
advancement of health the Nuffield 
Foundation is prepared to award a 
number of fellowships to highly quali- 
fied medical men and women of the 
United Kingdom, usually between the 
ages of 25 and 35, who wish to train 
further for teaching and research ap- 
pointments in any branch of medicine 
Between equally qualified applicants 
preference will be given to those who 
wish to pursue an academic career in 
child health, social medicine, indus- 
trial health, psychiatry, and chronic 
rheumatism 

Applications for awards in 1952 must be 
received not later than Ist. May 1952 

The conditions of these fellowships and the 
application forms are obtainable from the 
Secretary, The Nuffield Foundation, 12 and 
13 Mecklenburgh Square, London, W.C.1! 


L. FARRER-BROWN 


Secretary of the Nuffield Foundation 








CREATION OF 
THERAPEUTIC MISTS 


AND THEIR PASSAGE 


FROM ATOMIZER TO 
LUNGS 


W. E. COLLISON 


A short article briefly and 


comprehensively covering the subject 


Posted upon request 


Issued by 


THE INHALATION INSTITUTE LIMITED 


87 Eccleston Square 
London, S.W.1 


TELEPHONE : VIC 1676 
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AN INTRODUCTION TO CLINICAL NEUROLOGY 
By SIR GORDON HOLMES, M.D. F.R.S. Second Edition. 197 pages. 43 illustrations. 12s. 6d. 


** The author has presented a summary of relevant knowledge that every post-graduate student of 
neurology will need and every professed neurologist delight to read.’ Brain 
































EAR, NOSE AND THROAT DISEASES FOR BACTERIA 
THE GENERAL PRACTITIONER By K. A. BISSET, D.SC. 132 pages. 39 illus- 
20s. 


By WILLIAM McKENZIE, M.B., B.CHIR. (CANTAB.) trations 
9s. 


F.R.C.S.(ENG.). 144 pages 
STATISTICS FOR peeeeeae. AND OTHER 


DISEASES OF THE NOSE, THROAT ANDEAR ec ae tae I lk i 
A Handbook for Students and Practitioners y . : : = 
By |. SIMSON HALL, MB. CHB. ERCPE., - ee MA. O.M., BSc. 188 oagee. 
FR.CS.E Fifth Edition. 476 pages. 62 illustrations tables - 
18s. 


@ colour) CAUSES AND PREVENTION OF 
TUBERCULOSIS 
FOOD AND NUTRITION By BRICE R. CLARKE, M.D., with a chapter on 
ey AY W. H. CRUICKSHANK, ™.D., D.SC., PH.D., **Mass Miniature Radiography’’ by J. Ritchie, 
R.C.P. Second Edition. 455 pages 18 pages LR.CP., LRCS. 296 pages 13 illustrations 
— plates Ws. 32s. 6d 





THE LIFE AND WORK OF ASTLEY COOPER 
By R.C. BROCK, M.S.,F.R.C.S..F.A.C.S. 186 pages. 15 illustrations. 20s. 


An absorbing biography of a famous surgeon of the past by an eminent 
surgeon of today who was formerly Astiey Cooper Student at Guy's Hospital 


E. & S. LIVINGSTONE, LTD. EDINBURGH AND LONDON 




















A HEALING COMMUNITY 
HEALING FOR ALL DISEASES 


MILTON ABBEY will welcome the offer of voluntary service from doctors with a vocation who will 
give one or two years of their medical career to the Healing Mission of the Church of Christ on a 
community basis 

The object of the community is the care and healing of sufferers, and amongst them some regarded 
as incurable on medical grounds 

All members of the community will observe a simple rule of life during their term of service 

The medical staff will serve as @ team on approved medical lines and as a team who are taking a lead 
in the sphere of Christian Healing in obedience to the commission of Christ to heal the sick 

Apply by letter to Dr. C. R. Woodard, Resident Medical Officer, Milton Abbey, Blandford, Dorset, 
or to 80 Harley Street, London, W.! 





LAYING THE FOUNDATION 


Although barely six months old as medical booksellers, we 
are sufficiently mature to remember the days when personal 
service and attention were appreciated. 

“a If the book is available we will meet your requirements 
without delay from our comprehensive stock. 


TEXTBOOKS - STATIONERY - JOURNAL SUBSCRIPTIONS 
Monthly LLOYD-LUKE (Medical Books) LTD. 


Book List MEDICAL BOOKSELLERS 


forwarded 22 CLEVELAND ST., LONDON, W 


on request (OPPOSITE MIDDLASEX HOSPITAL) Tel: Langham 425 
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Showrooms: Hanover Square, W.1. MAY fair 7444. Berkeley Square, W.1. GROsvenor 5811 
Service Work Lombard Road, Merton, S.W.19. LIBerty 7222 


















YOUR CAR SEATS! 7 - 
PROTEGE ‘TAPE-RITER 


The high-speed Dictating and 
Recording machine designed 
particularly for Doctors and 
other Professional men 


High Quality reproduction on Magnetic tape held 
in Cartridge 


Each tape gives 30 minutes recording. No handling 
necessary. Cartridges can be changed in two seconds 


% Automatic erasure facilitates correction and extends 
life of tape indefinitely 
*% Simple to operate with instantaneous control 


% Records and transcribes dictation, conferences 
interviews and telephone conversations 


*% Can be run from a 12-volt battery and used in a car 


Write or telephone for a demonstration at 
a place and time convenient to you 


LONDON OFFICE MACHINES LTD 
128 TERMINAL HOUSE 
GROSVENOR GARDENS, S.W.1 


Telephone: SLOane 1061 and 1626 
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SPENCER—a correct prosthesis 


There is evidence* to indicate that the correct mastectomy breast support and 
breast form should simulate not only the breast tissue but also the pectoral muscles 
on the side of the operation—should protect the surgical area and scar—should 
properly uplift the remaining breast to encourage circulation, to help retain healthy 
tissues, to improve and maintain good posture. 


SPENCER fulfils both medical and cosmetic indications because: 
Each Spencer Breast Support and Breast Form is individually designed, cut and 
made for each patient to meet precisely your patient’s therapeutic and cosmetic 
requirements. The Spencer Breast Form fits securely into a pocket of the Breast 
Support. Spencer helps prevent a “ droop * of shoulder over the site of operation 
maintains good posture. 
*Care of the Breast, Froben Press, New York, 1947 


For further information write to 


SPENCER (BANBURY) LIMITED 


Consulting Manufacturers of 


Surgical and Orthopaedic Supports 


Spencer House + Banbury + Oxfordshire 
Telephone: 2265 


Branch Offices and Fitting Centres 


MANCHESTER: 38a, King Street, 2. Tel. BLAckfriars 9075 
LIVERPOOL: 79, Church Street, 1.° Tel. Royal 4021 
LEEDS: Victoria Buildings, Park Cross Street, 1 (opposite Town Hall 

Steps). Tel. | ends 26586 
BRISTOL: 44a Queens Road, 8. Tel. Bristol 24801 
GLASGOW: 86 St. Vincent Street, C.2. Tel. Central 3232 
EDINBURGH: 30a, George Street, 2. Tel. Edinburgh 25693 


Trained Spencer Retoiler-Fitters available throughout the Kingdom, nome and address of necrest Fitter 
supplied on request 
APPLIANCES SUPPLIED UNDER THE NATIONAL HEALTH SERVICE 
Copyright. 
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BISMUTH SALTS 


FOR GASTRO-INTESTINAL DISORDERS 


Extract from report, Danish journal, ‘ Ugeskrift for Laeger,’ 
November 30th, 1950 


.. The results point definitely to the fact that Bismuth Carbonate is the 
essential part of the treatment, other factors, such as . . . are secondary. . . . 
Another surprising phenomenon undoubtedly explained by the local sedative 
effect of bismuth on the stomach ulcer is the rapidity with which the symptoms 
disappear.”* (386 patients symptom-free after one month, out of 402 treated.) 


Extract from ‘ The Pharmacology and Therapeutics of the Materia 
Medica,’ 18th Edn.—published by Cassell & Co., London, reprinted 1948 


“ 


.. In the intestine the protective and sedative influence of . . . bismuth 
salts renders them extremely valuable remedies. Bismuth salicylate is decomposed 
in the intestine . . . thus exerts not only a protective effect but also an antiseptic 
action.” 


Extract from the ‘ British Medical Journal’ February 10th, 1951, 
p- 292 


“... The peptic ulcer patient can be helped by substituting for milk a pro- 
tective emulsion with no food value, such as—Bism. carb. gr. 40 (2.6 g.), Mag. 
trisil. gr. 20 (1.3 g.), Mucil. acac. q.s., Tinct. Aurant. min. 10 (0.6 ml.), .. . 
The bismuth forms a protective pellicle and can be seen on the surface of an ulcer 
long after the stomach has emptied itself.”’ 


Extract of report from a London hospital, November 8th, 1950 


“At this hospital, during the past year, the physician in charge of the gastro- 
enterological dept. has been using Bismuth Carbonate and Bourget’s solution in 
the treatment of ulcers. The method followed is the one described by Sk. Kemp, 
M.D., of Copenhagen. The results have been good and patients have responded 
well and quickly and this treatment is now quite an established one in the 
hospital.” 


Free clinical samples of Bismuth Carbonate are available to Hospitals 
and members of the Medical Profession for trial purposes. 


Full literature on Bismuth Therapy obtainable from— 


BISMUTH RESEARCH DEPARTMENT 


MINING & CHEMICAL PRODUCTS LTD 
376 Strand, London, W.C.2 
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Proteolysed Liver B.P.C 


Indications : all forms of macrocytic anaemia, refractory 
anaemia, hypoproteinaemia, coeliac disease, sprue, 
anaemia of pregnancy and lactation, tuberculosis, 


debility, pre-operative and post-operative. 


Brochure supplied on request 


Paines & Byrne Ltd 
Pabyra Laboratories, Greentord, Middlesex 


Telephone  PERwole 114 es) Teleg 


MEGALOBLASTIC 
ANAEMIAS 


Marmite has been proved to produce a re- 
sponse in certain forms of megaloblastic 
anemia, such as nutritional macrocytic 
anemia, the anwmias of ceeliac disease, 
idiopathic steatorrhcea and sprue, and in 
megaloblastic anemia of pregnancy. 














The mechanism by which Marmite acts is still 
unknown. It has been suggested that the folic 
acid in Marmite may be responsible; a more 
recent suggestion is that Marmite may 


contain folinic acid. MARMITE 


Obtainable from Chemists and Grocers 
yeast extract 


Special terms for packs for hospitals, welfare centres and schools 

















Literature on request | | | 


THE MARMITE FOOD EXTRACT CO. LTD., 
35 Seething Lane, LONDON, E.C.3 
5202A, 
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IN THE TREATMENT OF INSOMNIA 


SOMNIFERUM 


Brand 
MILD HYPNOTIC TABLETS 


An effective and popular combination of Codein } gr. with Barbitone 
Sodium 24 grs. and Phenacetin 24 grs. for the treatment of insomnia 
and nervous restlessness and as a sedative for the relief of pain. 
Induces sleep without subsequent depression. 


The normal dose is two tablets half-an-hour before retiring 
Analgesic dose 4 to | tablet according to intensity of pain 


In bottles of 25, 100, 500 and 1000 tablets 
Clinical sample and literature on application to : 
C. J. HEWLETT & SON LTD. 
MANUFACTURING CHEMISTS 
35-43, CHARLOTTE ROAD, LONDON, €E.C.2 
and at 216, ORR STREET, GLASGOW, S.E. 














Lucozade...an 


antidote to melancholy 


Lucozade can transform low vitality and a pessimistic outlook into 


liveliness and self confidence. Lucozade gives the energising and 
restorative properties of glucose with an attractive and sparkling 
flavour which overcomes any antipathy to plain glucose. Lucozade is 
glucose in so delightful and refreshing a form that adults and children 


alike need no persuasion to take it as recommended 


Lucozade 
An improved form of therapy 


LUCOZADE LTD - GREAT WEST ROAD - BRENTFORD - MIDDX 
M21/C 
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Introducing 


SQUIBB 


A significant advance 


PROCAINE AMIDE HYDROCHLORIDE 


in the treatment 


of 


Ventricular Arrhythmias . . . Less toxic than quinidine 























BEFORE 


Ventricular tachycardia persist 


} 


six days of oral quinidine 


How does PRONESTYL act? It has a 
depressant action on abnormal auricu 
lar stimulus formation, a depressant 
influence on normal conduction and an 
atropine -like action with a sympathetic 


blocking action 


Orally.—In 


treatment 


indicated ? 


for 


When is it 
patients the 


tachveardia 


conscrous 


of ventricular and runs 


of ventricular extrasystoles Intra 


rvenously In anesthesia, to correct 


ventricular arrhythmias 


What are the advantages? Pronesty! 
is relatively free from the symptoms of 


Capsules 0.25 gm., bottles of 100 and 1000 


4FTER 
Normal sinus rhythm after 
eral PRONEST YL therapy 


nausea, vomiting and diarrhea so often 
experienced during quinidine therapy 
Pronesty! may be given intravenously 
without the hazards and uncertainty 


of quinidine. Several cases have 


been found to respond to Pronesty! 
when quinidine in adequate dosage 
failed Pronestyl, unlike procaine, 
effect 


is slowly hydrolysed and its 
is thus more prolonged; it is 
the 


produce 


toxic, and in conscious 


less 


patient does not central 


nervous stimulation Given’ orally 
the hypotensive effect is less than that 


of procaine 


Solution 100 mg. per c.c., 10 ¢.c. vials 


Further details available on request 


EK. R. 


Vanufacturing 


17 & 18, OLD BOND 


Established in Ne 


NOW MANUFACTURING 


Chemists to 


STREET, 


SQUIBB & SONS 


Vedical Profession 


the 


LONDON, W.1 


w 


I ERPOOTI 
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. . . Greater use might be made of penicillin by mouth . . . This 


method is suitable for adults as well as for babies and older 
children, and it is particularly convenient in general practice ; 
its wider adoption would save doctors’ and nurses’ time and 


hospital beds, besides lessening the patients’ discomfort.’ 


EDITORIAL (1951). Lancer, i, 725 


; : ESKACILLIN 50 presents crystalline potassium penicillin G in a 
pleasantly flavoured aqueous vehicle—the ideal form for 
oral administration. The aqueous vehicle is buffered so that BSKACILLIN 50 


retains its potency for at least seven days after it has been dispensed. 


ESKACILLIW $0 is available — on prescription only 


— in 2 fl. oz. bottles, each containing 800,000 
I.U. crystalline potassium penicillin G. Each medical 


teaspoonful (1 fluid dram) contains 50,000 I.U. penicillin 


‘ESKACILLIN’ 50 LQ 


the palatable liquid oral penicillin 


MENLEY & JAMES, LIMITED, COLDHARBOUR LANE, LONDON 


for Smuth Kline & French International Co., owner of the trade mark ‘ Eskacillin’ 
BCPIII 








ANNOUNCEMENTS 





CYCLOSPASMOL 


(B.S. 572) 
(Amygdalas 3.5.5-trimethyicyclohexanoli “ Brocades "’) 


H 
H 4 3 CH; 


H 


H 


NO SIDE-EFFECTS 


$193443-301S ON 


H3 H 
Extensive clinical tests have established Cyclospasmol as a very effective 
anti-spasmodic agent, especially in peripheral vascular diseases. Its toxicity 
is extremely low 
Indications: Buerger’s disease, Raynaud's disease, Migraine, Diabetic gangrene, Arteriosclerosis, 


Angina pectoris, Spastic conditions of the retinal vessels, Nocturnal cramps due to venous obstruction 
Packings: Bottles of 20, 50 and 250 x 100 mgm. tablets 


Samples and literature on request Can be prescribed on E.C.10 
(N.V. Koninklijke Pharmaceutische Fabrieken v h Brocades-Stheeman and Pharmacia, Amsterdam) 


Distributors for Great Britain 


CAMDEN CHEMICAL CO. LTD., 61 GRAY’S INN ROAD, W.C.1I 














1g Sut ke) PRUVAGOL 


fowrveer your’ 


snl. Geo? PESSARIES 


The modern answer to Gentian 
Violet in non-specific cervicitis 


— 


More and more doctors are prescribing 
PRUVAGOL pessaries to replace the old- 
fashioned treatment with Gentian Violet 
PRUVAGOL pessaries are suitable in all 
cases which respond to Gentian Violet and 
have the advantage of being non-staining and 
easy for the patient to apply herself 
Leading gynaecologists have proved that 
PRUVAGOL will clear up the clinical con- 
dition of non-specific cervicitis, even of many 
years duration and resistant to other forms 
of treatment, with only a few applications 


Pessariss in packings of 12, $0 and 100; also cream in 
tubes with applicators and special hospital packs 








Literature and samples available to 
the Medical Profession 


CAMDEN CHEMICAL COMPANY LTD., 
61 Gray's Inn Road, London, W.C.1 
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TO DOCTORS 


who have to 


advise mothers 


on baby feeding 


broths ve etables ind 
prepared by Heinz tor intants 
onths and onwards are or 


ynal stand 


Anti-Anaemia 
PREPARATIONS 


- 








OXOID 


LIVER EXTRACT (in) 
A highly potent whole liver 
extract containing, in addition 
to the true pernicious anaemia 
principle, the greater part of the 
other water soluble active sub- 
stances in the liver, including 
particularly the members of 
the vitamin B complex. 
Ampoules——2 cc. Bottles 10 cc. and 20 cc 


*LIVEROID’ 


A concentrated preparation of 

the uncoagulated juice of liver, 

fortified with iron and 
glycerophosphates. 


Bottles—3} and 8 fl. oz. 
*LIVOXN’ 


Capsules containing liver con- 

centrate reinforced with B 

group vitamins and minerals. 
Bottles of 100 and 500 


*ERYVTHOID’ 
4 


Desiccated gastric tissue - 
Bottles 5 oz. and 8 oz. 


LITERATURE GLADLY FORWARDED UPON REQUEST 
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PEPTIC ULCER THERAPY 


Successful 
Ambulatory 


Treatment 


SUCCESSFUL AMBULATORY TREATMENT of peptic 

ulcer has been achieved in clinics and hospitals in several countries for over 
seven years by the use of ROBADEN—a gastro-intestinal extract. Clinical 
reports have been published on hundreds of cases which have benefited from 
this substitution therapy which provides the substances lacking in the stomach 
and duodenum in peptic ulcer. Results achieved by ambulatory treatment with 
ROBADEN usually come near to those obtained by stationary rest—diet cures. 
ROBADEN was introduced in 1944 and reports of its value in peptic ulcer are 
now being further confirmed by similar experiences of physicians in Great 
Britain. 
Symptomatic improvement is often evident after the first few injections. The 
treatment consists in the use of ampoules and tablets. Ampoules are supplied 
in separate form for gastric and duodenal ulcers. Full details and clinical 
references on request. 


N PRODUCT OF ROBAPHARM LTD 


The Robaden trade mark is the property 
of Robapharm Laboratories, Basle, Switzer 
land, manufacturers of biological specialities 
to the medical profession 


Distributors ir. the United Kingdom and Eire: 

WARD, BLENKINSOP & CO., LTD. 

6, HENRIETTA PLACE, LONDON, W.: 
Telephone : Langham 3185 


A full treatment of ROBADEN will be sent to doctors for clinical use on request. 
Please state whether for gastric or duodenal ulcers. 
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TABLETS: 


10 micrograms in packs of 50 and 5 


AMPOULES 
of | ¢.c. each containing 20 micrograms, 50 micro- 


grams or 100 micrograms—in boxes of 6 


IN CASES OF PERNICIOUS ANAMIA the pure vitamin B,, 
has quickly been accepted as the most effective, and 
much the most comfortable and convenient, form of 


treatment. 


GROWTH FAILURE IN CHILOREN. Preliminary trials suggest 
that oral administration of small doses may be beneficial 
for children failing to make normal progress. 





Medical literature and clinical samples may be 
obtained on application to Dept. D.s9 





VITAMINS LIMITED, UPPER MALL, LONDON, W.6 
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(NEP ENTHE ) 


Registered 
THE SAFEST AND BEST PREPARATION OF 





Nepenthe contains all the constituents of 
opium and has been prescribed for over 100 
years. it has been found by generations of 
practitioners to be the best preparation of 
opium, as it does not cause the unpleasant 
after-effects usually attributed to opiates. it 
can be given over a considerable period and 
the effect remains invariably constant. 


Packed in 2-oz, 402., and = |6-or. 
bottles, and for injection $-oz. rubber 
capped bottles, sterile, ready for use. 


(FERRIS ) 


& Co., Ltd. 
BRISTOL 


Telephone Bristol 21381 
Telegraphic Address FERRIS, BRISTOL 


8-oz. 




















Jaeger body-belts are made of pure wool, for 
these reasons. Wool keeps its wearer cool in 
summer and warm in winter. Wool quickly dis- 
poses of perspiration without becoming clammy. 
Being porous it allows both the escape of 
exhalations from the skin and the access of pure 
air to the skin. Jaeger body-belts sit well, stay in 
position, and give support without pressure. They 
are available in all sizes. 


Jaeger House 204-206 Regent Street W.! 


for specific Skin Disorders 


F **99,”" available in Capsule, Liquid and Oint- 
ment forms, is a concentrate of essential fatty 
acids of the highest purity and standardised 
biological activity, proving most successful in 
the treatment of 


LEG ULCERS 
ADULT ECZEMA 
INFANTILE ECZEMA 
ACNE ROSACEA 
FURUNCULOSIS 
PSORIASIS 
BURNS & SCALDS 
etc. 


FOO 


International Laboratories Ltd. 
Dept. PR6, 18, Old Town, London, $.W.4 
MACaoulay 348! 
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PAL IAD ADI” 


Advertised and Introduced ONLY to the Medical Profession 
THERAPY OF ARTERIOSCLEROSIS 


DESCLERAN 
TABLETS (Sch. IV) 


A New Product consisting of lodocholine lodide and 
phenylethylbarbiturate of Yohimbine and Quinine 


VASO-DILATOR AND ANTISPASMODIC 


Descleran counteracts the apne Sao can : 

- : , General and localised vascular sclerosis and 
sympathicotonis responsible the maintenance treatment (between attacks) 
for arteriolar spasm, vaso- | of Angina Pectoris. 
constriction and functional POSOLOGY 
disorders, and exercises the | One tablet half an hour before each of the 


ager . three principal meals, daily. 
therapeutic value of a high PRESENTATION 


Iodine content on the | Tybe of 30 Tablets. Bulk packing for dis- 
sclerosis. pensing purposes—boxtle of 250 tablets. 
BENGUE & CO. LTD.,. Manufacturing Chemists 

MOUNT PLEASANT e ALPERTON e WEMBLEY e MIDDLESEX 


o~ 























To all who are interested in 


UO DUT 
its effects, its uses, its possibilities 
—the Chilean lodine 
Educational Bureau offers 
information and advice. 





REVIEWS 
of selected aspects of iodine usage 


stairs ! ( aa? are available, including: 


CALCIUM AND IODINE DEFICIENCY 
CONTRAST MEDIA FOR RADIOGRAPHY 

, — = ; t 
Doctor's orders need not mean complete immobility DETERMINATION OF IODINE IN FOODS 


1ODIZED SALT PURIFICATION OF DRINKING WATER 
Being able to get around the house gives a patient 


Every endeavour will be made to mee 
mation. There i 


wee EPCOT «= 22d Chitean Iodine 


leaflet from 
HAMMOND & CHAMPNESS LTD., Gnome House Educational Bureau 


Blackhorse Lane, Walthamstow London, €.17 : HOUSE, BISHOF ATE 
Telephone : LARkswood 1071 


greater confidence in his own state of healtt 
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For the relief of spasmodic and 





unproductive coughing .. . 





IPECOPAN 


an association of alkaloids of ipecacuanha and opium, 
which loosens bronchial secretion and exerts a sedative 


action on the cough centre. 


MALTED TABLETS — ORAL SOLUTION 


Literature and samples available on request 


f 


SANDOZ 


SANDOZ PRODUCTS LIMITED 


134, Wigmore Street, London, W.1 
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In Para-nasal infections 
ARGYROL provides 


physiological 
action without 


cus stimulation (\ 
or rebound congestion 





The ARGYROL Technique 


Its Three-fold Effect 


There is no 


chemical substitute for 
Decongestion and Relief without Rebound @ Decongestion without Dysfunction 


‘A RGYRO L —the medication of choice in treating para-nasal infection. 


* Argyrol is a registered trade mark, the property of the makers 
A. C. BARNES COMPANY, NEW BRUNSWICK, N.j 


Sole distributors in U.K.—FASSETT & JOHNSON LTD.,86 CLERKENWELL RD.,LONDON,€E.C.1! 














A case for 
the Surgeon 





Here are the world’s finest scal- 
pels & handles packed in a neat, 
tastefully designed plastic case 
that is compact, easy to use and 
which meets the strict standards 
of hygiene and aesthetics of the 
modern operating theatre. Con- 
tains 3 different handles and 6 
dozen blades in 9 shapes, as illus- 


trated 








Detai!s from 
WwW. R. SWANN & CO. LTD 
PENN WORKS + SHEFFIELD: 6 











There is only ONE 


XYLOCAINE 


THE NEW LOCAL ANAESTHETIC 
—Product of Original Research 


Now available in Packings and 
Preparations suitable for all 
Local Anaesthetic Techniques 


DUNCAN, FLOCKHART é CO.,LTD. 
SPECIALISTS IN ANAESTHETICS 
EDINBURGH LONDON 


*Regd. Trode Mark 
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Treatment of the Streptococcal Throat 


* PONDETS* Penicillin are a new and ingenious vehicle 
for local oral penicillin therapy that combine the striking 
advantages of extreme palatability with prolonged action. 
Each * Pondet’ contains 5,000 international units of crystal- 
line potassium penicillin-G in a delicious, hard, fruit, toffee- 
like base that completely masks the bitter taste of penicillin. 
Because of the nature of their hard base, * Pondets’ dissolve 
slowly and uniformly, supplying an uninterrupted high 
concentration of penicillin to infected areas of the oro- 
pharyngeal mucosa 
INDICATED in minor superficial oral infections due to 
peni-illin sensitive organisms ranging from the * Streptococcal 
Throat’ to the less common Vincent's infection and recom- 
mended for routine prophylactic use following Tonsillectomy. 

Individually wrapped in bottles of 20. 


Children accept ‘ Pondets’ as readily as a sweet, and they are particularly 
useful in controlling throat infections in juvenile communities 


*‘Pondets’ PENICILLIN TROCHES 


Trade Mark 





JOHN WYLTH & BROTHER, LTD., CLIFTON HOUSE, EUSTON ROAD, LONDON, N.W.1. 





Pioglas 
—VITA-E 75 1.U 


GELUCAPS 


(Vitamin E ) 
in the treatment of 


Cardiovascular-Renal Diseases 


Each Gelucap contains a concentrate of natural esters (d,alpha-tocopherol 
acetate) from vegetable oils, type VI, equivalent to 75 mgm. d.l. alpha- 
tocophery] acetate). 
This therapy is today extensively prescribed in the U.K. 

Also available a complete range of endocrine and endocrine-vitamin pre- 
parations including BIOGLAN-A/R capsules for rheumatism, arthritis, 
rheumatoid-arthritis and fibrositis (based on the same cortical principle as 
CORTISONE and ACTH). 


THE BIOGLAN LABORATORIES LTD., HERTFORD, HERTS. 


Tel Address“ BIOCLAN TOLMERS™ Literature on request Phone: CUFFLEY 2137 
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SUCCESSFUL TREATMENT OF 
VARICOSE ULCERS 





ECENT clinical trials 
further confirm that Viacutan 
(I silver dinaphthylmethane 
disulphonate) is an _ extremely 
powerful antibacterial and _heal- 
ing agent in the various types 


of varicose ulceration 


The bacterial infection of the ulcerated area which leads to enlargement and 


deepening of the ulcer almost invariably yields to applications of Viacutan 


The success of Viacutan is due to its unique attributes—it is active 
against both Gram-positive and Gram-negative organisms even in_ the 
presence of blood, pus and serum, and penetrates deeply into the tissues 
without destroying them. On the other hand it actively promotes cell- 


growth, with healthy granulation. 


Tight and firm bandaging of the whole leg is essential in treating ulcers 

with Viacutan, and the after-care is highly important, but for all cases 
suppression of infection and promotion of healing with 
Viacutan is of paramount value 


(acutan ... 


THE HIGHLY-PENETRATING BACTERICIDE 


Supplies: Solution — 50 and 100 c.c. bottles. Cream—25 gm. tubes 





Detailed literature and samples are available on request 


WARD, BLENKINSOP & CO., LTD. 


6, HENRIETTA PLACE LONDON, W.!1 
LANgham 3185 Duochem, Wesdo, Londo 
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In the treatment 
of Seborrhoeic 
Dermatitis 


‘ Pragmatar ’ — the improved tar- 
sulphur-salicylic-acid ointment — has 
proved highly successful in the 
treatment of seborrhoeic dermatitis. 
Its therapeutic effectiveness, its 
cosmetic excellence, and the ease 
with which it can be applied 

and removed make 

‘ Pragmatar’ the preparation 

of choice for the treatment 

of seborrhoeic dermatitis 

and many other 

common skin disorders. 


sino inn ‘Pragmatar’ 


the improved tar-sulphur-salicylic-acid ointment 


MENLEY &@ JAMES, LIMITED, COLDHARBOUR LANE LONDON 


PRPI21 for Smith Kiine & French International Co., ner of the trade mark * Pragmatar 
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For even greater security 


in Sulphonamide Therapy 


‘“Cremotresamide’ reduces the incidence of crystalluria — the 
primary factor causing renal complications in patients 
undergoing sulphonamide therapy. 

‘Cremotresamide’ is particularly acceptable to children, but 
will be found useful in all age groups 

‘Cremotresamide’ contains 0.5 G. of the mixed sulphonamides 
in each teaspoonful Sulphadiazine 0.2G., Sulphamerazine 


0.1 G., Sulphacetamide 0.2 G 








/SHARP 


‘Cremotresamide © 


Triple Sulphonamide Suspension 


dosage card gladly forwarded on request. 


2 Descriptive literature, clinical package and practical 


Sharp & Dohme Ltd., Hoddesdon, Herts 
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Reducing the “Time-Lag” 


in treating 





ete 





Rheumatic Conditions 


ESPITE half a century of painstaking 

research, there is still no unanimity of 

opinion regarding the causation of rheu- 
matic diseases. Treatment is therefore neces- 
sarily symptomatic and directed to the relief 
of pain. 

Massage has long been the treatment of choice 
But usually in severe cases, adequate massage cannot 
as a rule begin at once; the affected muscles are too 
taut and tender. Days or even weeks may have to 
elapse before the patient can benefit from the stimu- 
lating effects of deep massage. 

This “ time lag ’’ has now been eliminated by the 
use of Lloyd’s Adrenaline Cream. 

Gently massaged into the affected area, the cream 
causes quick relaxation of the tense muscles and 
almost immediate relicf from pain. 





Reports of the successful treatment of hundreds of 
rheumatic patients have appeared recently in leading 
medical journals, recommending Lloyd’s Adrenaline 
Cream as the most satisfactory preparation. 

Supplies of Lloyd’s Adrenaline Cream are now 
available through Boots, Timothy Whites & Taylors, 
and all pharmacists. 


Stoward lloyd + Co.Ltd. 


11 Waterloo Place, London, S.W.1 


Makers of Fine Pharmaceuticals since 1880 
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VAGINAL THERAPY 


. +» + disposable applicators with medicated 


jellies for use in all forms of vaginitis. 


DEEP PLACEMENT 


of medicament without digital insertion and its 


attendant risk of infection or re-infection 


RAPID SPREAD 


of jelly over vaginal surfaces. Note distribution 


of microscopic acetarsol crystals demonstrating 
intimate mixture of vaginal contents and 


the medicament (Kylon Acetarsol Combination 


——— PROLONGED RETENTION 


It is to be noted that, 72 hours after first 


medi ation, acetarsol crystals can still be seen. 


THE FOLLOWING MEDICAMENTS ARE AVAILABLE 
PACKS Single Sets containing Acetarsol - Lactic Acid + Sulphathiazole 
1 tube of medicated jelly and 12 Oestrone + Proflavine - Ichthammol 
KYLON applicators (patent pending Gentian Violet - Acetarsol Combination 
Also in HOSPITAL PACKS i ] associa 





When prescribing state medicament required, e.g., ““t Kylon Set (Acetarsol 
Permitted under the N.H.S. 











Professional sample and descriptive booklet from Medical Department 
KYLON LTD., EAGLE HOUSE, JERMYN ST., LONDON, S.W.!. ‘Phone: WHitchall 8696 
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FIBROSITIS 


A new approach to 


Circulatory Progress 


vaso-dilatation in the 


treatment of rheumatism and cllied conditions. 


‘ALGIPAN’ is a new and highly 
efficient surface-action cream for the 
relief of pain in such conditions as 
rheumatism, fibrositis, muscle spasm, 
strains and sciatica. Its success is 
due to the use of the penetrative 
agent methyl nicotinate. This en- 
ables the powerful vaso-dilator hista- 
mine to reach deeper tissues below 
the skin and induce a prolonged, 
pain-relieving hyperemia. The glycol 
salicylate and capsicin exert a com- 
forting rubefacient action. 

The triple penetrative, warming and 


pain-relieving effect makes * Algipan’ 








valuable for all types of rheumatic 
and muscular pains, whether acute or 


chronic or arising from strain or 


injury. Only very gentle surface 


friction is required. 


*Algipan’ 


* Trade Mark 


JOHN WYETH & BROTHER, LTD., 


CLIFTON HOUSE, EUSTON ROAD, LONDON, N.W.! 


* The Trade Mark is the property of Laboratoires Midy, Paris 
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co HYPERTENSION 


THE BLOOD PRESSURE DROPS 

Through reduction of peripheral resistance, Veriloid produces 
a significant drop in arterial tension. Not only is that large 
group of patients with moderate hypertension benefited, but 
also patients with severe essential and malignant hypertension. 
The usual daily requirement of Veriloid is from 9 to 15 mg., 
given in divided dosage three times a day, at intervals of from 
6 to 8 hours, the first dose to be taken after breakfast. The 
evening dose should be one or two mg. larger than the other 
two doses of the day. 


THE PATIENT IMPROVES SUBJECTIVELY 
The gratifying feature of Veriloid therapy is the speed with 
which the distressing discomfort of hypertension is overcome. 
Headache disappears, easy fatigability lessens, vision has 
been reported to improve through absorption of retinal exu- 
dations and kidney function is increased. These beneficial 
changes, often experienced before the blood pressure has 
dropped significantly, are presumably related to the vaso- 
relaxation induced by Veriloid and the resulting improved 
tissue nutrition. Veriloid is available on prescription only 
through all pharmacies in 1.0 mg. tablets in bottles of 100 
and may be prescribed on Form E.C.10 without restriction. 
Literature available on request. 


RIKER LABORATORIES, LTD. 
29 KIRKEWHITE STREET, NOTTINGHAM 


VERILOID. 


Brand amorphous alkaloids of Veratrum viride 
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Lifting the veil 


The distress which accompanies the menopausal years need not be allowed to 


go unchecked. The physician has an adequate means of relieving the several 
conditions which veil a woman's outlook during her middle vears. The adminis- 
tration of SEDESTRAN is a safe and ready method of controlling these symptoms 
respond well 


by minimal medication. Menopausal migraine and hypertension 


to SEDESTRAN as also does dysmenorrhcea of neurogenic and psychogenic origin 


SEDESTRAN 


TRADE MARK 
Bottles of 25 and 100 


o 
[})\\ STILBOESTROL 6.1 mg. PHENOBARB. } grax 
tablets. Dispensing 


Literature and sample on request. pack — 1,000 tablets. 


PHARMACEUTICAL LABORATORIES GEIGY LTD 


RHODES MIDDLETON MANCHESTER MIDDLETON 3933 
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Available through the Medical Profession only 


BEREX 


Reg. Trade Mark 


SUCCINATE-SALICYLATE 
THERAPY 


Licensed under DOLCIN Patent. Patented in Great Britain 642971 
Kos 
\7 


Y/ 


IN TABLET FORM 
For the relief of symptoms 
and aid in the control of the systemic metabolic 
disturbances found to be associated 
with Arthritis and all Rheumatic 


disorders 


INDICATIONS FUNCTION 


. Rheumatic Fever. A stimulating effect on cellular 

@ Articular Rheumation respiration and respiratory en- 

(including Rheumatoid and zyme systems, together with an 

Osteo-Arthritis). increase of oxygen utilisation 

3. Non-articular Rheumatism by the tissues (impairment in 

(including Fibrositis, Neu- tissue oxygenation having been 
ritis and Sciatica). demonstrated in arthritis). 

Arthritis associated with the Since Berex is non-toxic it may 

menopause be prescribed whenever massive 

. Gout. salicylate therapy is indicated. 


V 
BER EX combines the following advantages : Prompt relief 
of symptoms ; correction of impaired tissue oxidation ; ob- 


viation of salicylate toxicity; suitability for protracted 
administration. 





Professional sample and literature on request to: 


BEREX PHARMACEUTICAL CO. 
MEDICAL DEPARTMENT, 109 JERMYN STREET, LONDON, S.W.1 
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MACFARLAN’S 
ANAESTHETIC 


ETHER (Keith’s) 


Those who have used it know 
the purity and reliability of 
this anzsthetic agent, the 
result of nearly a century of 


patient research and experience. 


Samples are available on request. 


J. F. MACFARLAN & CO. LTD. 


ESTBD. 1780 
109 A®BEYHILL 8 ELSTREE WAY 


EDINBURGH, 8 BOREHAM WOOD 
HERTS 
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* Ilodex’ cum Methy! Salicyl. provides 
an effective and simple local treatment 
for strains, sprains, sore muscles, 
bruises, bursitis, and other minor 
athletic injuries. ‘ lodex’ cum Methyl 
Salicyl. presents the resolvent action 
of ‘ Iodex’ combined with the local 
analgesic action of methy] salicylate. 
Massaged into the affected 

area, it brings rapid relief 


from pain and swelling. 





\ ‘lodex’ 


cum Methyl Salicyl. 


Issued in 1-02. and 4-02. jars 








analgetic 


MENLEY & JAMES, LIMITED, COLDHARBOUR LANE, LONDON, 5S.E.5 
owners of the trade mark ‘ lodex’ 
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* Full therapeutic activity 
guaranteed by routine 
clinical tests. * Especially 
prepared to ensure maximal 


potency in small volume. 


HEPASTAD 
rORIT: 





Concentrated Liver Extract 


HEPASTAB FORTE combines the accepted erythropoietic 
properties of vitamin B,, with the advantages of those 
factors in liver which are of significance in megaloblastic 
anzmias. 

It is indicated in the treatment of pernicious anzmia, 
in which it prevents the onset of neurological compli- 
cations, tropical nutritional anemia, macrocytic anemia 
of sprue, and certain megaloblastic anemias of pregnancy. 


Literature and further information from the Medical Department 
BOOTS PURE DRUG CO. LTD. NOTTINGHAM ENGLAND 
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in the Spiny 


the debility which is an inevitable 
legacy of a winter characterised by 
epidemics of influenza and measles 
requires an efficient tonic as an 
essential first step towards recovery. 
Here is a tonic containing glycero- 
phosphates, iron, manganese, 
caffeine citrate, tincture of nux 
vomica and vitamin B, in a pala- 
table and easily assimilated form: 


the Wonto 
COLLOTONE 


Packings: 4 0z., 8 oz., 80 oz Literature will gladly be supplied on request. 








ex: CROOKES LABORATORIES LIMITED + PARK ROYAL + LONDON + NW 10 ) 
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Bronchitis 
Winter Cough and 


Sequelee 


There is a vast amount of evidence of the most 
positive character proving the efficacy of Angier’s 
in sub-acute and chronic bronchitis. It not only 
relieves the cough, facilitates expectoration, and 
allays inflammation, but it likewise improves 
nutrition and effectually overcomes the constitu- 
tional debility so frequently associated with these 
cases. Bronchial patients are nearly always pleased 
with Angier’s and often comment upon its sooth- 
ing, ‘‘comforting”’ effects. The unique soothing 
properties of Angier’s, its favourable influence 
upon assimilation and nutrition, and its general 
tonic effects, make it eminently useful both during 
and after influenza. It has a well-established 
reputation for efficiency in relieving the trouble- 
some laryngeal or tracheal cough, correcting the 
gastro-internal symptoms and combating the ner- 


vous depression and debility. 


Angier’s Emulsion 


THE ANGIER CHEMIC’L COMPANY LIMITED, 86, CLERKENWELL ROAD, LONDON, £.0.1. 















































APATHY or listlessness are 
symptoms commonly 
observed in debility states, 
but despite clinical tests, 
the cause often remains 
obscure These are the 
circumstances in which 
the possibility of condi- 
tioned B-avitaminosis 


may be considered. 





A preparation containing 
all the elements of 

the B-Complex, as 
present in yeast extract, 

* BEPLEX’ will speedily 
resolve doubts on 

the vitamin -2tiology 
of symptoms, and re- 
store any deficiencies that 


have arisen 





9 
‘Beplex” Elixir and Capsules 


Trade Mark 


JOHN WYETH & BROTHER LIMITED 
CLIFTON HOUSE, EUSTON ROAD, LONDON, N.W.1 


Wyeth 
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Haemorrhoidal 
Suppositories 





Anusol are probably the 
best known and most 
widely prescribed rectal 
suppositories. They relieve pain safely in haemorrheids 
and uncomplicated inflammatory rectal states, by the 
removal of pressure on nerve endings through effective 
decongestive action ; the nerves are not anaesthetized 
and continue to give warning of more serious pathology. 
The same decongestive action reduces extravasation of 
blood without the use of styptics, haemostatics or 
vasoconstrictors, 
INDICATIONS For non 


surgical treatment of hae- 
morrhoids that 





amenable to palliative 
therapy : wl g 
inadsisable ' pre 
nancy when operation 
refused 
For pre-and post-operative 
we. 
PACKING ‘ 
Available in boxes of 12 suppositories 
Also packages of 100 for dispensing. Not 
subject to Purchase lax on prescrip‘ion 
FORMULA Bism. Su! aii. 2.12°),. Bism. Oxid. 
bd 0.87°.,, Resorcin 0.87 B Ory gall 
0.03°,,, Acid. Boric 17.85%, Zine Oxid. 10.00 


Bals. Peruv. 1.77% 





William R.WARNER and @., tt. Power Road Loniton U4 


NO WARNER PREPARATION HAS EVER BEEN ADVERTISED T0 THE PUBLIC 
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to help 
your acne patient 
get back s 


e. . ” aN . 
WE Ss Wr. a 
\ 
Y nw 
* Eskamel’ helps the young 
acne patient, worried about her 
appearance, to regain 


self-confidence quickly because 


1‘ Eskamel’ is delicately flesh 
tinted and masks unsightly lesions ; 
moreover it harmonizes so well with 
the skin that it is virtually 


invisible in use 


2 Eskamel ’ is rapidly 


It usually brings defini: 


improvement not in MontNs or # - 
P ry Alay {T, < 
& av. LY tye, 
weeks, but in a matter of days = VIA a Ly 





Formula : Resor 2°, Sulphur 


f 5 
8% ¢, grease-free, flesh- 
tinted bas 


a significant advance in acne therapy 


MENLEY & JAMES, LIMITED, COLOHARBOUR 


tor Swnuth Ki & Fre ter f the trade » i skamel 
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Carbohydrate Dyspepsia 
and 
The General Practitioner 














No. 4 of a series of monographs on diet, summarising recent 


trends of medical opinion. 


Previous monographs are : 
1. OBESITY and the General Practitioner 
2. SALT RESTRICTION and the General Practitioner 
3. PEPTIC ULCER and the General Practitioner 


Available without charge to medical practitioners 
on application to: 


ENERGEN DIETARY SERVICE (Dept. C.44) 
65, Pound Lane, Willesden, N.W.10 





In the symptomatic treatment of. 


~~ WHOOPING-COUGH— 


SYRUP PERTUSSIS 
Cey-N: 7:1) 


WILL CONTROL THE PAROXYSMS 


Syrup Pertussis (Gabail) 1s additionally most effective 
in relieving chronic bronchitic coughs and obstinate 
tracheitis. Moreover, the medicament’s action in con- 
trolling the paroxysms is reinforced by its intrinsic gentle 
sedative properties to ensure proper rest when the cough 


is Of nocturnal occurrence. 
® Syrup Pertussis has no side effects and 
can safely be given to patients of all ages 


Informative Literature and Samples from the Distributors 


THE ANGLO-FRENCH DRUG CO. LTD. 
11-12 Guilford Street, London, W.C.1 
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™ from a | single | daily dose 


. 


It is easier and more reliable to prescribe a Abidec Drops are casily administered and 

vitamin medication routine than to get the well tolerated The eight vitamins are 
patient to make the present in a 

For Adults necessary changes in clear, water- For infants 
his cating habits, or miscible solu- and Chitdren 


to depend on dictary sources alone. Abidec tion which is 
8-vitamin Capsules supply an adequate vita- practically tasteless in a feeding bottle or 
min intake in the daily dose of one capsule in other forms of food and drink 


® 
CAPSULES 2) E Cc DROPS 


Each capsule represents Thirty drops from the dropper provided 
(0.6 c.c.) represent 

Vitamin A . Vitamin A 5,000 1.U 

Vitamin D Vitamin D 

Vitamin B, Vitamin B, 

Vitamin B, Vitamin B, 

Vitamin B, Vitamin B, 

Pantothenic Acid Pantothenic Acid 

Nicotinamide Nicotinamide 

Vitamin C Vitamin C 





e: Parke, Davis | HOUNSLOW,. MIDDLESEX 


Telephone: Hounslow 2361 


a? and Company, Limited Inc. U.S.A. 
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Protective 
Covering 





It has taken 


wons for the 
armadillo 


to develop an 
armour that gives compara- 
tive immunity to the perils 

that lurk in the jungles of 

_ the Amazon. 

The modern ulcer patient is more fortunate. Almost 
immediately, Gelusil* Antacid Adsorbent coats the 
inflamed or ulcerated areas of the gastric mucosa 
against injury by the acid gastric juice. At the same 
time, Gelusil provides swift relief of symptoms 
through the physical adsorption of hydrochloric acid 
by aluminium hydroxide : magnesium trisilicate pro- 
longs the antacid activity through chemical reaction 
Constipation, so frequently associated with ordinary 
alumina gels, is absent with Gelusil tablets and 
Gelusil does not interfere with the absorption of 
minerals-such as calcium and phosphorus from the 
diet. Finally Gelusil is both economical and palatable. 


FORMUL A— Each tablet contains Maz 
Trisil. 74 gers. Alum. Hydrox. gel 4 grs 


Also for dispens 
only in bulk packages of 500 
subject to P.T. 


g 
Not 


on prescription 








NO WARNER PREPARATION HAS EVER BEEN ADVERTISED TO THE PUBLIC 


William R WARNER and G. td. Power Road.tondon U4 
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for the prevention 
and treatment of 
cracked nipples 


Lasse 


NIPPLE CREAM... 


Masse 


contains 

9-amino acridine 0.0695 @ used after each nursing — helps 

and allantoin 2° . 

is 0 ereum bask y prevent tender nipples, fissures, 

Supplied in abrasions and mastitis. It hastens 

1 oz. tubes healing of cracked nipples and re 
duces the probability of breast 
infection 





@ used during the last trimester of 
pregnancy — keeps the nipples 
pliable and resilient, and is useful 
in massaging out flat or inverted 


nipples 


@ easily applied by the mother — is 
readily absorbed and non-toxic; 
does not -interfere with nursing. 


LITERATURE ON REQUEST 
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R For the effective 


relief of 


“Night Cough” 


associated with acute and chronic Bronchitis 


TERPOIN Elixir has long enjoyed high reputation 
with physicians throughout Great Britain and 
overseas for the effective relief it affords in all 
conditions of the respiratory tract characterised 
by excessive coughing. TERPOIN is presented in 
a palatable syrup base of brighi golden colour and 
is well tolerated and accepted by young and old. 
It is expectorant, mildly antiseptic, sedative and 
does not induce cerebral depression. 


TERPOIN is thus indicated in the distressing and 
exhausting “‘night cough” so frequently associated 
with acute and chronic bronchitis, bronchial asthma 
and pulmonary tuberculosis. Alleviation is prompt 
and restful, recuperative sleep, so valuable in the 
treatment of such conditions, is ensured. 


Clinical samples and literature gladly, on request. 


TERPOIN 


Anti-Tussive Elixir 





HOUGH HOSEASON & CO. LTD - CHAPEL STREET MANCHESTER 19 
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‘ For Nasal 


» Congestion 


Ve, ae? > a ate 2 Ty 
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*Neophryn’ (active prin- 
ciple a sympathomimetic 
‘substance) is an_ ideal 
local application for nasal 
congestion—particularly 
in children. It causes no 
impairment of ciliary 
function, no local irritation 
and no secondary congestion. 
Three or four drops are instilled 
into each nostril. (The patient 
should lie flat with chin raised and 
neck fully extended, and maintain 
this position for two minutes.) 


Vedical Literature available on request. 


NEOPHRYN 


BRAND OF NASAL SOLUTION Trade Mark 





Neophryn is known overseas as Neosynephrine 


y BAYER ) PRODUCTS LTD - AFRICA HOUSE, KINGSWAY, LONDON, w.c.2 
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‘CETAVLON * CETRIMIDE BP. 


‘Cetavlon’ is a highly effective © All contaminating matte 
bactericidal and cleansing agent quickly and easily removed. 
of particular value in the treat- @ Highly bactericidal in low 
ment of burns, wounds, etc. concentration, against both 
Pleasant to handle and economi- peer + ac ore Gram- 
cal in use, ‘Cetavlon’ also ROgeve Sas Rad 
possesses t h ese import ant * Non-toxic and non-lrritant. 
advantages. ® Does not retard healing. 


Literature and further intormation available n request, from your nearest L.C.I. Sales 
Office—-London, Br jirmingham, Manchester, Gla yw, Edinburgh, Belfast and Dublin 


IMPERIAL CHEMICAL (PHARMACEUTICALS) LTD. 
tri WILMSLOW, MANCHESTER 
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The treatment of pernicious anemia has been simplified 
by the use of vitamin B,, (Cyanocobalamin). 


Euhaemon, a sterile solution of vitamin B,,., is issued in 
two strengths, 20 and 50 micrograms per c.c. and is now 
available in rubdber-capped vials of 10 c.c. of either 
strength, as well as in ampoules of | c.c, 


Euhaemon restores the megaloblastic blood picture to 
normal and counteracts the neurological phenomena 
which are so frequently associated with pernicious 
anemia. 


It has a high hematopoietic activity in sprue, in many 
cases of nutritional macrocytic anemia and in certain 
cases of macrocytic anemia of infancy 


KUHAEMON 


54 Trade Mark 
Vitamin B.. 


Literature on application 


ALLEN & WANBURYS LTD LONDON Cc 


TELEPHONE B/SWOPSGATE S20! (17 LINES) TELEGRAMS “GREPWAUAYS BFTH LONDON 
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In the management of gastro-intestinal 

disorders associated with hyperchlor- 
hydria, *‘ Milk of Magnesia’ Tablets have proved 
of outstanding value. 





Exerting an immediate and prolonged neutralis- 
ing action, ‘ Milk of Magnesia’ Tablets offer a 


valuable prescription to the physician for the 
treatment of simple digestive upsets, including 
gastritis and duodenitis, and equally so, for those 
cases where frank ulceration has occurred. 


Pleasantly mint flavoured and _ conveniently 
portable, they are always ready to hand when- 
ever the need of alkalisation arises. 


‘Milk of Magnesia’ 
UULOUUHOOUEELLEAEAAT T A BR L K T NY QUAUUNANUUANUNNUUOONUUUUGUAUUUEEEE TUE TTT 


Available in bottles of 30, 75 and 150 tablets. 


1, WARPLE WAY, LONDON, W.3. 


| 
1 
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** Milk of Magnesia’ is the wads mark of Phillips’ preparation of magnesia. 








ANNOUNCEMENTS 


The dangers of 


OVERWEIGHT... 


The cause of 











overweight is over-eating, and 
the logical treatment for this condition is 


a reduced diet. Many patients, however, cannot 


be relied upon to suffer the rigours of self-denial. 


* Dexedrine’ Tablets curb the appetite of the overweight 
patient and make it easy to adhere to a low-calorie diet. 
Weight reduction follows— and is maintained 
as a natural consequence, and the dangers 
of overweight which inevitably threaten 
health and expectation of life are 


thus averted. 
/ Curb excessive 
appetite and 


~ ‘Dexedrine’? =: 


adherence to a 


t d b | e t § _ prescribed diet 


Each tablet contains § mg. dextro-amphetamine sulphate 


MENLEY & JAMES, LIMITED, 123 COLOHARBOUR LANE, LONDON, S.E.5 


for Smith Kline & French International Co., owner of the trade mark ‘Dexedrine’ 
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| Se E fective Antacid - 
|ALOCOL Cream 


Now making Alocol available 


in 3 convenient forms 


LOCOL, the well-known brand of 

Colloidal Aluminium Hydroxide, is now 
obtainable as a stable and palatable cream, 
thus presenting, with Alocol Powder and 
Alocol Tablets, three convenient ways of 
administering Alocol to meet every con- 
dition and preference. 
Alocol Cream—equally with Alocol Powder and 
Tablets—is a most effective antacid for the neutra- 
lization of hyperacidity in the treatment of 
dyspepsia, peptic ulcer and other conditions which 
irritate the alimentary tract. 





Alocol Gream 


like Alocol Powder & Tablets- 
has these Advantages: 


@ Owing to its high reactivity it quickly neutralizes 
excess acidity 

@ It has areserve of neutralizing power and can thus 
control for a prolonged period the gastric acidity 
at the level most conducive to healing 

@ It does not produce alkalization nor a condition 
of alkalosis 


ALOCOL CREAM is supplied in bottles of 9 fl. oz. 
A. WANDER LTD., Literature and clinical samples available on physicians’ 


’ request. 
| Manufacturing Chemists, q 
42 Upper Grosy enor St., Cream-Formula ; Alecol 6.0 parts approx.; Glycerin 5.0 parts 
G Ol. Menth. Pip. 0.005 parts ; Aq. Chlorof. 4.0 parts ; Aq. Dest 
srosvenor Square, to 100.0 parts. The normal dose is 1 to 3 teaspoonfuls between 
meals and at bedtime 


London W.1 





Laboratories and 
Manufactory 
KING’S LANGLEY, 

HERTS 


* Alocol’, in all its forms, is a strictly ethical 
product; it is not advertised to the public. 
M.348 
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pXTRACT from an Annotation in the British Medical 


lournal of January 5, 1952: 


“The recent trial published* by the Medical Research 
Council subcommittee showed clearly that penicillin 
was at least as effective as aureomycin or chloram- 
phenicol in the treatment of bacterial pneumonia 

and very much cheaper. ...........- Because it 
produces the most rapid response, the authors [of a 
report of a trial at Philadelphia General Hospital] 
believe that it is best used even in cases where the 
pneumonia is not certainly bacterial but may be viral, 
since it is bacterial pneumonia which has the high 


mortality.”’ 


*BMJ, 8 December, 1951, page 1361 


+}. Amer. med. Ass., 3 November, 1951, page 918 


Issued by 

The Distillers Company (Biochemicals) Ltd., 

whose penicillin products, including ‘ Distaquaine’ brand preparations, 

are distributed by 

Allen & Hanburys Ltd., British Drug Houses Ltd., Burroughs Wellcome & Co., 
Evans Medical Supplies Ltd., Imperial Chemical (Pharmaceuticals) Ltd., 

and Pharmaceutical Specialities (May & Baker) Ltd 
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FOR THE RELIEF of bronchial asthma, a 
choice of ‘ Neo-Epinine’ preparations is 
available. Almost immediate relief is ‘6 + 
obtainable by oral inhalation of No. 1 Neo-Epinine 
Spray Solution, a plain 1 per cent aqueous ” 
preparation. The 20 mgm. compressed et atintl 

products, placed beneath the tongue, act HE 
within 5-10 minutes. Stubborn cases In T 

need oral inhalation of No. 2 Compound TREATMENT OF ASTHMA 
Spray Solution which contains | per cent 
of drug with 2 per cent of papaverine 
and 0°2 per cent of atropine methonitrate 


» 











BURROUGHS WELLCOME & CO. (The Wellcome Foundation let) LONDON 
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would draw the attention of the 








Medical Profession to the fact that 
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| {ane Aer Preparations 


now ensure guaranteed 


Utamin Is, cial per oil 


PROETHRON 2 


a minimum of 2 microgrammes 
per mi 


PROETHRON FORTE 


a minimum of 4 micro- 
grammes per ml 


PROETHRON XX 


a minimum of 20 micro- 
grammes per ml 


@ Write for literature 


Telephone 


ee 6d KHE ARMOUR LABORATORIES 


Tel (ARMOUR & COMPANY LTD.) 

elegrams 

“ ARMOSATA-PHONE LINDSEY STREET, LONDON, E.C.! 
LONDON 
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His Late Majesty 


King George VI 


On the morning of February 6 the world heard the news that King 
George the Sixth had died peacefully during the night, and that his 
daughter had succeeded to the throne as Queen Elizabeth II. 


The King had made a wonderful recovery from the severe operation 
which he underwent in September, and was beginning to resume his 
former activities and once again to take his place in public affairs. A 
week earlier he had visited London Airport to bid farewell to his 
daughter and her husband on their departure for Kenya. On the day 
before his death he had been out shooting with friends at Sandring- 
ham and had appeared to be in the best of health and spirits. 


Few monarchs have won and held the esteem and love of their 
subjects as did George the Sixth. He came to the throne unexpectedly, 
at a time when the first rumblings of the storm that was soon to break 
over the world were in the air. Throughout the war he shared the 
dangers and privations of his people. Suffering with them in ad- 
versity, rejoicing with them in victory, in all he did he was helped 
and accompanied by his beloved Queen. More than any previous 
King he was one of us, glorying in his mother country and his mother 
tongue, proud of being a Norfolk man born and bred, mindful of his 
comrades in the Services, happy in his home life and in the simple 
sports of the countryside. 


On behalf of The Practitioner and its readers in all countries, we 
offer our sincerest condolences to Her Majesty the Queen, to Queen 
Elizabeth the Queen Mother, Queen Mary, and to all their families. To 
Queen Elizabeth we express our humble loyalty, and our earnest prayers 
that her reign may be long, happy and glorious. 

















THE MONTH 


Diseases of the blood present some of the most fascinating problems in 
medicine, both for the practitioner and the research worker. In the opening 
article in the symposium this month Sir Lionel Whitby pro- 
The vides an authoritative review of the practical implications of 
Symposium recent advances in our knowledge of ‘the haemorrhagic 
diathesis and the hemorrhagic states’. Although pernicious 
anzmia has been known and recognized for over a century, modern work 
has shown that it is liable to be confused with other megaloblastic anzmias, 
and in their article Professor L. J. Davis and Dr. Alexander Brown sum- 
marize our knowledge of ‘the non-Addisonian megaloblastic anzmias’. 
Modern chemotherapy has brought in its train many additions to the list of 
‘drug-induced diseases’ which are discussed by Dr. Marshall Chalmers. 
Polycythemia vera is not a common condition, but it is perhaps the best 
example of the potentiz! value in therapeutics of radioactive isotopes. The 
workers at the Medical Research Council Radiotherapeutic Research Unit 
at the Hammersmith Hospital have had a wider experience of the use of 
radioactive phosphorus in polycythemia vera than anyone else in the 
country and, as a member of the Unit, Dr. Abbatt can speak with authority 
on the subject. The hemolytic anzmias have long been the bugbear of the 
clinician. In no sphere of medicine have more theories been advanced with 
less justification. Recent work has at least clarified the position, although 
much still remains to be discovered, and the present status of the subject is 
reviewed by Dr. Girdwood in his article on ‘some problems of the hemo- 
lytic anzemias’. 


THE official opening of the health centre in the new town of Harlow in 
Essex, which is briefly reported on p. 307, is an event of much more than 
local interest. It is becoming increasingly evident that one of the 

Health major disasters resulting from the haphazard manner in which 
Centres the National Health Service was precipitously foisted upon the 
country has been the entire lack of health centres. These were to 

be the vital link coordinating the general practitioner, specialist and local 
authority services, and yet, practically four years after the inauguration of 
the Service, they still exist only in pigeon-holes in Whitehall (or Savile 
Row), if there. Their absence is doing harm, not only in a negative way by 
the mere fact that they are not in existence, but also positively, in that there 
is much evidence to suggest that it is their absence that is primarily re- 
sponsible for the deepening chasm between general practitioners and 
specialists. If health centres had existed, and particularly if they had included 
beds, general practitioners would have been able to cope with many ot the 
patients whom they have been compelled to send to hospital. In this way 
practitioners have been reduced from the status of doctors to that of clear- 
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ing clerks, specialists have been overwhelmed with patients who did not 
require a specialist opinion, and patients who have been in need of such an 
opinion have had to take their place in a queue largely composed of in- 
dividuals who should never have got beyond the practitioner’s surgery. 

By a happy coincidence the opening of the Harlow health centre took 
place just after the publication by the Scottish Health Services Council re- 
port on “The General Practitioner and The Hospital Service’ (H.M. 
Stationery Office, 1952, price 1s. 3d.). This is one of the most important 
reports which has yet appeared on the National Health Service, and it 
should be read in toto by every general practitioner. It is not possible, from 
considerations of space, to do justice to it here, but the important recom- 
mendations can be summarized briefly in three quotations: ‘A basic require- 
ment is an improvement in the organisation of general practice itself so that 
practitioners as a whole have more time and better facilities for applying 
their professional skill . . . ‘The principle which we wish to see established is 
that there should be no barrier to the part-time employment in a specialist 
capacity of the suitably experienced and qualified general practitioner . . . 
There is a strong case for the provision of beds in which general prac- 
titioners can treat their own patients’. This Report does not discuss health 
centres, as these were not within its terms of reference, but, as is proposed 
in the experimental health centre to be erected at Corby in Northampton- 
shire, the provision of a few beds in a health centre may be a more practical 
proposition than the provision of general practitioner blocks in general 
hospitals which are envisaged by the Scottish committee. 


THE recent reports from this country and the United States of America, 
suggesting a possible correlation between tobacco smoking and broncho- 
genic carcinoma have brought to the fore again the age-old 

‘Divine controversy as to the evils of smoking. Elsewhere in this issue 
Tobacco’ (p. 282) we publish an article by a South African contributor, 
summarizing most effectively the case against smoking. There 

will be many of our readers who will feel that this article overstates the case, 
but even the most ardent advocate of Jonson’s ‘tawney weed’ must admit that 
the staggering increase in the consumption of tobacco at the present day 
calls for serious consideration on medical grounds. For instance, in October 
1951 the British consumption of tobacco was higher than ever before—at a 
figure of 21,130,000 pounds. As so often happens in the case of medico- 
social problems, advocates on both sides tend to spoil their case by ex- 
aggeration. Certain facts, however, would seem to be reasonably well 
established. One is that there is such a divergence of opinion as to the 
effects of smoking in moderation that one is justified in concluding that this 
does suggest that the habit, followed in moderation, does no definite harm, 
except in that small minority of individuals who are ‘sensitive’ to tobacco, 
There seems equally little doubt that in excess it does have a deleterious 
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effect on health. The case against Spenser’s ‘divine tobacco’ is pithily 
summed up by our contributor: ‘Pleasure at twenty, irresistible routine at 
thirty, painful addiction at forty, cardiovascular poison at fifty, emphysema, 
angina or carcinoma at fifty-five, special mention in death certificate at sixty 
or after—these are the joys of tobacco’. Perhaps a more humane approach is 
that of Robert Burton, the author of ‘Anatomy of Melancholy’: “Tobacco, 
divine, rare, superexcellent tobacco, which goes far beyond all their panaceas 
. . - But, as it is commonly abused by most men, .. . ’tis a plague . . . hellish, 
devilish, and damned tobacco, the ruin and overthrow of body and soul’. 
The passage of time has given us little ground for disagreeing with this 
point of view, and it is interesting to compare the rotund phraseology of 
Burton with the more sedate language in which an editor of today sums up 
the position: “Though it is ridiculous to regard smoking as a vice, it is quite 
plausible to regard it in excess as a pathological symptom. It seems to be 
partly a substitute for other satisfactions. The increase of smoking might 
well have some correlation with the general plight of humanity’ (The 
Scotsman, January 10, 1952). 


As the doyen of American cardiology, Dr. Paul D. White, out of his vast 
experience of patients with proven and suspected heart disease, can speak 
with outstanding authority on an aspect of medicine which has 

Psyche, attracted an increasing amount of attention during recent years 
Soma -—namely, psychosomatic medicine. This he has done with con- 


and = summate skill in a lecture which has now been published (Annals 
Spirit of Internal Medicine, December 1951, 35, 1291). As he points 
out, ‘psychosomatic medicine is “as old as the hills’’, or at least 

as old as the earliest humans who came down from the hills to establish 
civilized communities in the valleys and plains’. In view of the modern 
tendency to stress the psyche as opposed to the soma, he emphasizes that 
‘neither the psyche nor the soma should hold the limelight. They comprise 
but halves of the same circle, without beginning or end but with varying, 
alternating or even coincidental lengths of arc’. Of the effect of the psyche 
on the soma there can be no doubt, and, taking his examples from the 
cardiovascular system, which is so susceptible to the emotions, he points out 
that on rare occasions cardiac enlargement and even heart failure may de- 
velop in an otherwise normal heart as the result of prolonged tachycardia of 
emotional origin, and, though rarer still, death may be due to the effect of 
emotion on the circulation in an individual with a healthy heart. Much more 
important, and common, is the deleterious effect of emotion in persons with 
organic heart disease. At the same time it must not be forgotten that ‘of 
equal importance to the effect of the psyche on the soma is the influence of 
disease of the heart and blood vessels on the mental state’. The practical 
implications are fully discussed, and one of his dicta deserves all the pub- 
licity it can be given: “The actual taking of the blood pressure itself is 
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probably one of the greatest pressor agents of all’. Although in his ex- 
perience ‘angina pectoris and myocardial infarction are so common that I 
have come to consider them as almost normal events in the life of the 
average American male’, he stresses that the number of patients with 
coronary heart disease who are seriously crippled is relatively slight. He 
divides the psyche into mind and spirit, and in these days when medicine is 
tending to become increasingly materialistic in its outlook, it is particularly 
important to note what this wise and experienced physician has to say on 
the subject of the spirit: ‘time after time, patients of mine have transcended 
their ills, and that very act of theirs has improved their health and pro- 
longed their lives. Of course, common sense and good advice are necessary 
corollaries to these accomplishments, but the spirit is often a major factor’. 


Tue swing of the pendulum from the therapeutic nihilism of thirty years 
ago to the excessive end indiscriminate therapy of the present day has now 
reached such a stage that action is clearly required in order 
Use and to restore a sense of balance. The problem is ably reviewed 
Abuse of in a paper read to the Annual Session of the American 
Antibiotics Medical Association last year (Nelson, W. E., 7. Amer. med. 
Ass., 1951, 147, 1340). The arguments in favour of ‘in- 
discriminate antimicrobial therapy of diseases which are presumed to be 
infectious in origin’ are listed as follows: (1) quicker recovery, if the infecting 
organism happens to be susceptible to the drug prescribed; (2) fewer 
pyogenic complications; (3) toxic effects of the sulphonamides and anti- 
biotics are relatively few; (4) ‘patients or their families demand that the 
so-called wonder drugs be prescribed or the physician assumes that they are 
favourably impressed when these drugs are prescribed’. The arguments 
against such indiscriminate therapy are: (1) the economic loss, as the benefits 
to the patient seldom justify the expense involved; (2) it has a detrimental 
effect on the layman, either making him falsely dependent upon a thera- 
peutic agent or making him sceptical of all therapeutic measures; (3) the 
risk of producing bacterial resistance to the available antimicrobial agents; 
(4) ‘it definitely results in a less critical attitude on the part of the doctor 
toward diagnostic and therapeutic endeavours’; (5) the increasing tendency 
for such therapy to produce suppression, rather than cure, of the disease, 
with resulting chronicity of the disease and even a fatal termination; (6) 
‘there are no substantial data to indicate that the serious consequences of 
pyogenic complications cannot be avoided by appropriate therapy instituted 
at the onset of their clinical appearance in infections which are initially viral 
in origin’. As Dr. Nelson points out, these arguments against indiscriminate 
antimicrobial therapy ‘far outweigh those in favour of it’. The time has come 
when the practitioner must begin to re-exercise his clinical acumen and start 
to use antimicrobial therapy with that critical faculty which was instilled 
into him as a student. To quote Dr. Nelson again: ‘the premium is and will 
continue to be on good clinical judgment’. 








THE H&MORRHAGIC DIATHESIS AND 
THE HAMORRHAGIC STATES 


By Sir LIONEL WHITBY, C.V.O., M.C., M.D., F.R.C.P. 
Regius Professor of Physic in the University of Cambridge. 


CLIFFORD ALLBUTT in his ‘System of Medicine’, published at the end of the 
last century, described the hemorrhagic diathesis as ‘a tendency to bleed on 
slight causation’. But today the word ‘diathesis’ has come to have a more 
restricted meaning in that it is used almost as a synonym for ‘constitution’. 
The diseases, or more commonly the symptoms, which are grouped as a 
diathesis carry the implication that they arise from defects or weaknesses 
which are inborn, inherent, constitutional and, in some cases, inherited. 
There is no more complex group than that which constitutes the so-called 
‘hemorrhagic diathesis’, which may be manifested as ‘a tendency to bleed on 
slight causation’ or even from no apparent cause, and, when bleeding has 
once begun, there may be extreme difficulty in bringing it under control. 
‘The bleeding may be from a mucous membrane, particularly that of the 
uterus, nose or alimentary canal, or from the subcutaneous capillaries giving 
rise to petechia or purpura or the vast bruises known as ecchymoses, or even 
hamatomas. Other sites from which bleeding may occur include the lungs 
and the urinary tract, whilst a cerebral hemorrhage is a not infrequent fatal 
terminal event. 


An understanding of this complex group of conditions can only be arrived 
at by a consideration of the basic pathology, coupled with what little is 
known of the physiology of coagulation as well as the processes involved in 
the arrest of hemorrhage. Principles are indeed more important than a 
catalogue, itself confusing, of the conditions themselves. 


HZ MOSTASIS AND ITS RELATION TO THE H4#MORRHAGIC 
STATES 

‘The mechanism of coagulation of the blood, at one time thought to be 
relatively simple, is now known to be extremely complex and to involve not 
only clotting factors but also anti-clotting factors (such as heparin) which 
can be found in normal blood, as well as such matters as speed of action, 
rate of consumption and differential concentration of the various substances 
involved. At first sight it might be thought that coagulation of the blood was 
the only process concerned with hemostasis. Such a simple point of view 
might be assumed not only because wounds cease to bleed when they are 
filled with blood clot, but also because there are diseases which are as- 
sociated with defects in the mechanism of blood clotting (the classical ex- 
ample being hemophilia), the sufferers from which are apt to bleed for 
extremely long periods after trifling injury. Coagulation is not the only 
factor, however, concerned with hemostasis, hecause severe bleeding may 
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occur despite the fact that the clotting mechanism is completely normal. A 
consideration of the stages which occur before hemostasis comes about 
following injury to normal tissue serves to explain the basis of most of the 
haemorrhagic diseases. There is in the first place an immediate period of 
bleeding. This is followed by the first stage of the haemostatic mechanism— 
the contraction of the damaged vessels—which lasts, in most cases, for about 
an hour. After that time the vessels dilate, but the recurrence of bleeding is 
then prevented by the firm clot which in the meantime has filled the wound 
during the stage of vascular contraction. It is clear therefore that coagulation 
is the complement of vascular contraction which initiates the hemostasis. 

In like manner the hemorrhagic states can be broadly divided into those 
which arise from poor contractility or other defect or disease of the blood 
vessels, and those which occur from derangements or deficiencies of the 
coagulation mechanism. In some conditions both processes may be involved, 
but it is usual for one or the other to be the dominant factor. 

In the following descriptive classifications of the various hemorrhagic 
states it should be noted that many of the clinical conditions are given names 
which describe a symptom or a defect (e.g. purpura simplex; hypopro- 
thrombinzmia), and that in most cases there are two types—essential and 
symptomatic; the former represent the hemorrhagic diathesis, and the latter 
a comparable and apparently similar clinical state arising secondarily from 
an extraneous cause. 


DEFECTIVE CAPILLARIES 

Damage to the endothelium of the capillaries may arise in many ways: for 
example, from the vitamin C deficiency of scurvy, from the toxins of fevers, 
from drugs and poisons, from endocrine disturbances, from the degenera- 
tions arising in old age, and from allergo-toxic causes. In these circum- 
stances the resistance of the capillary wall becomes weakened to the passage 
of blood, which may leak beneath the skin or mucous membrane. The con- 
dition is often given the symptomatic name of purpura simplex (table 1). 
Purpura is the classical symptom of capillary damage of this type, and the 
capillary resistance test (Hess’s test) provides the means for demonstrating 
such damage. 


Hess’s test.—This simple clinical bedside test should always be carried out in any 
hzmorrhagic state. It needs to be performed with care and on a rough quantitative 
basis. The simplest reliable procedure is as follows: Mark out in the antecubital 
fossa a circle, 6 cm. in diameter, and examine the skin for any blemishes resembling 
petechiz# ; mark these with ink. 

Place the cuff of a sphygmomanometer at least 1 inch above the circle, raise the 
pressure accurately to 50 mm. Hg and maintain it for fifteen minutes. Release the 
pressure and count the petechie with a good light (300 watt lamp at a distance of 
2 feet). Normal subjects may show o to 8 petechie by this method. 


Capillaries may also be defective in power of contractility, and this is 
thought to be one of the contributing factors in thrombocytopenic purpura 
hemorrhagica which, as its name implies, is also characterized by a deficiency 
in blood platelets, a feature which was at one time thought to be the funda- 
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mental cause of this particular hemorrhagic state. But since splenectomy 
effects a clinical cure in a high proportion of cases, and since the operation 
does not do more than cause a temporary rise in platelets, there is no evidence 
that platelets play more than a secondary part. The ‘essential’ form of 
thrombocytopenic purpura hemorrhagica is a good example of the hemor- 
rhagic diathesis, for the disease is believed to be due to a constitutional 
splenic defect which is occasionally hereditary. The disease may be repro- 
duced symptomatically by severe forms of many of the conditions which give 
rise to purpura simplex (table 1). 


TABLE 1 





HV®MORRHAGIC STATES ARISING FROM Derective CAPILLARIES 
Eticlogy | 


Decreased capillary resis- 
tance from :— 





Condition Variety | Blood Changes 








PURPURA SIMPLEX 


(a) Schénlein-Henoch 
(b) Scurvy 


(c) Toxic 


| (d) Metabolic 


(a) Allergy 
(b) Vitarnin C deficiency 


(c) Acute fever, drugs and | 


poisons 
(d) Malignant disease 


| 


Capillary resistance 
test positive 


All other tests nor- 





| senility and endo- | mal 


crine disturbances 





THROMBOCYTOPENIC 
PURPURA 
HAMORRHAGICA 


| Decreased capillary contrac- 
tility from :— | 

(a) Splenic defect, oc- 

casionally hereditary 

| (b) Acute fever, drugs 

| infections, blood 
| dyscrasias | 


Platelet count low; 
clot retraction 
poor; bleeding 
time prolonged; 
capillary resistance 
test positive; 

| capillary contrac- 

| tion poor 

| 

| Capillary 

| test positive 

Bleeding time pro- 

longed 
Clot retraction poor 

| Platelets normal 


(a) Essential 


| (b) Symptomatic 








ATHROMBOCYTOPENK 
PURPURA 
HAMORRHAGICA | 


Essential resistance 


Hereditary 
(Glanzmann’s disease) | 
| | 


Symptomatic Vitamin K deficiency 





‘TELANGIECTASIA | Essential | Hereditary De 
(Osler's disease) } ; | Nil 
Symptomatic | Liver disease | 











It is most important to bear in mind that although purpura is by far the 
most common manifestation of thrombocytopenic purpura hzmorrhagica, 
nevertheless, a proportion of cases present with intractable bleeding from 
one site, such as the mucous membrane of the uterus or the nose. When 
such is the case the ‘essential’ nature of the cause may well be missed and 
the subject be submitted to some gynzcological or other operation. 

The diagnosis, and consequently the treatment, of superficially similar 
hzmorrhagic states which present with uterine bleeding, with or without 
purpura, are extremely difficult. Many would appear to have an endocrine 
element since they begin, or recur, at the menses or begin at the menopause. 
Such cases, unless they have an unequivocal reduction in platelets, do not 
respond well to splenectomy. Transfusion, as with the acute cases of the 
undoubted disease, is the best form of treatment. As to splenectomy, which 
is the treatment most practised in the classical forms of thrombocytopenic 
purpura hamorrhagica, the outlook and the results are best when the opera- 








THE HA MORRKHAGIC DIATHESIS5 21g 


tion is performed at a chronic phase or during a remission. Acute cases have 
a considerable mortality and should be tided over the acute period with 
transfusions of fresh blood. 

The hematological features of thrombocytopenic purpura hemorrhagica 
are complex and distinctive; they arise from the two major defects, namely, 
poor capillary contractility and platelet reduction. The former is responsible 
for a positive capillary resistance test, and the latter for a prolonged bleeding 
time and a soft clot which retracts poorly. Here indeed are all the factors 
which make for hemorrhage, except that the clotting time is normal. The 
explanation of this apparent paradox, however, is fairly simple. 

There is an essential difference between the clotting-time and the bleeding-time 
tests. The clotting-time test is performed on a considerable sample of whole blood in 
a tube and it determines how long it takes for a clot to form; it is largely concerned 
with the physico-chemical side of coagulation or the second stage of hemostasis. 

The bleeding-time test measures the time which bleeding takes to stop from a 
pin-point wound; this is largely governed by the contractility of the capillaries, and 
to some extent by the adhesion of platelets to the minute wound. With decreased 
capillary contractility and also with deficiency of platelets the bleeding time may be 
especially long. The test is therefore largely concerned with the first or mechanical 


stage of hemostasis. : f 
Platelets also play an important part in the formation of a firm framework for the 


support of the fibrin clot, and when platelets are deficient the clot is soft, friable, 
poorly retractile and mechanically inefficient. 

A rare and interesting haemorrhagic disease is known, in contrast to the 
last named, as athrombocytopenic purpura hemorrhagica. It appears in the 
essential form as the hereditary disease called Glanzmann’s disease and, 
symptomatically, as the result of gross vitamin K deficiency (table 1). 
Glanzmann’s disease occurs in both males and females and has to be borne 
in mind when parents bring their daughters and say that they are ‘bleeders’. 
Indeed, descriptions in the medical literature of so-called ‘hemophilia in the 
female’ are usually examples of Glanzmann’s disease. 

Telangiectasia (Osler’s disease), which in its essential form is a hereditary 
dyscrasia of the capillaries affecting both sexes, is transmitted as a Mendelian 
dominant and may be associated with other hereditary abnormalities. It 
usually manifests itself by repeated epistaxis, which is first noticed in child- 
hood but does not become really serious in most cases until the second or 
third decade of life. Enlarged blood vessels or collections of blood vessels 
may also be found on the skin of the face or nose or mouth, but a mucous 
membrane is by far the most common site. 

The various features of the hemorrhagic states which are caused by de- 
fective capillaries are summarized in table 1. It is worth noting that (save for 
telangiectasia, when the vascular defect is gross) purpura is an almost constant 
symptom and that the capillary resistance test is the key hematological 
determination. It is also worth bearing in mind that when anxious parents 
state that their child is a ‘bleeder’ or ‘bleeds at the slightest touch’ the 
trouble is nearly always a vascular one due to poor contractility of the 
capillaries and has nothing to do with the clotting mechanism, Furthermore, 
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the simple clotting-time test (so grossly and characteristically prolonged in 
haemophilia) does not detect a tendency to bleed which arises from poor 
capillary contractility. 

Treatment in this group of the haemorrhagic diseases is largely confined to 
removing the primary cause which, in selected cases of essential thrombo- 
cytopenic purpura hemorrhagica, can include the spleen. Otherwise there 
is little to be done for purpura per se. When the manifestation is an in- 
tractable bleeding from a mucous membrane, however, the transfusion of 
1 to 2 pints of fresh blood may sometimes succeed in controlling the hemor- 


rhage. 


DEFECTIVE COAGULATION 
In hemorrhagic states which arise from defects in the coagulation mechanism 
the etiological facter is recognized either in the name of the disease or in its 
clinical manifestations (table 2). 

Haemophilia has been the subject of more research in the past twelve years 
than any other hemorrhagic condition. The disease is now believed to be 
due to the congenital deficiency of a plasma factor and, this being the case, 
the logical treatment is by transfusion of blood or, if it can be obtained, of 
the particular plasma factor concerned. 


‘TABLE 2 





H.AMORRHAGIC STATES ARISING FROM DEFECTIVE COAGULATION 





Condition Variety Enology | Blood Changes 





| Hereditary (sex-linked  re- | : 
cessive) | Coaguletion time 
prolonged 


H4MOPHILIA | Haemophilia vera 





; | Abnormal globulinamia e.g. | 
| Pseudohemophilia | my*iomatosis, Hodgkin's | 
| disease 





HyPopro- | Hemorrhagic disease of | Congenital deficiency of | Coagulation time 
THROMBINAMIA | newborn | vitamin K |} mormal or pro- 
| longed 





| Obstructive jaundice Malabsorption of vitamin K iy —— ae time pro- 
| ong 


Sprue | Malabsorption of vitamin K Clot retraction nor- 
mal or poor 





Liver disease Failure of synthesis of pro- | Bleeding time nor- 
thrombin j ma! or long 





FIBRINOPENIA | Essential 
(very rare) ——— ——————E 
| Symptomatic | Gross liver disease 


| Hereditary (recessive) 








———)} Blood will not clot 








Pseudohamophilia as a primary state is extremely rare, but may occur as a 
secondary complication of other diseases, such as myelomatosis. The con- 
dition is called pseudohemophilia because, except for the genetic factor, it 
is quite indistinguishable by laboratory tests from true hemophilia. 

Hzmorrhagic conditions which arise from a deficiency of prothrombin 
are classified as hypoprothrombinemia (table 2). Prothrombin is deficient 
whenever there is failure to synthesize adequate amounts of prothrombin 
from vitamin K, This may occur when there is a congenital deficiency of 
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vitamin K (which can be supplied by feeding the mother in the antenatal 
period), as in hemorrhagic disease of the newborn; when there is failure to 
absorb the fat-soluble vitamin K from the intestine, as with obstructive 
jaundice (due to lack of bile) or with sprue; or when the liver is so diseased 
that prothrombin cannot be synthesized even though the supply of vitamin 
K be abundant. In this last event even the parenteral administration of 
vitamin K is ineffective. 

When prothrombin is grossly deficient a fair number of laboratory tests 
are positive (table 2), but the crucial one is the prolongation of the pro- 
thrombin time. Generally speaking the other tests are not greatly affected 
unless the reduction in prothrombin is to the low figure of 10 per cent. of 
normal or less. 

Fibrinopenia is a rare condition, both in its hereditary form (congenital 
fibrinopenia) or secondary to some disease such as carcinoma or biliary 
cirrhosis. Severe hemorrhage may follow even minor injuries, since blood 
which contains no fibrinogen will not coagulate. Nevertheless, the subjects 
may survive to reach adult life. The deficiency of fibrinogen may be only 
partial. 

Treatment of the hemorrhagic states which arise from defective coagula- 
tion is to supply the defect. This may be accomplished by transfusion of 


TABLE 3 





Ha@morruacic ConpiTions REVEALED By LaBoratory TEsTs 





CLOTTING TIME Hemophilia and pseudohemophilia 





BLEEDING TIME | Hypoprothrombinezmia 
| Thrombocytopenic purpura 
Athrombocytopenic purpura 





PLATELET COUNT Thrombocytopenic purpura 





PROTHROMBIN TIME | Hypoprothrombinemia 





RETRACTION Athrombocytopenic purpura 








HEss’s CAPILLARY RESISTANCE TEST AND CLOT | Thrombocytopenic and 





normal blood, or by topical application of thrombin, plasma or fibrin foam, 
or, in appropriate cases, the precursor of the deficient substance, e.g. vitamin 
K for prothrombin deficiency. With regard to transfusion there is little 
doubt that a small amount of fresh blood is far more effective than even large 
quantities of blood that has been stored for some days. There is much to be 
said for direct transfusion with a two-way syringe in hemorrhagic conditions. 


TESTS USED IN H4#MORRHAGIC STATES 
It is becoming increasingly common for a laboratory to be asked to forecast 
the likelihood of hemorrhage at operation, especially for tonsillectomy in 
childhood. The test usually performed as a preoperative precaution is 
the clotting-time test. It will be seen from tables 1, 2 and 4 that the only 
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condition in which this test is frankly positive is hemophilia (including 
pseudohezmophilia), with the reservation that the clotting time (and also 
the bleeding time) may be somewhat increased with gross hypoprothrom- 
binzmia. In ordinary circumstances the clotting-time test does not detect 
any of the other hemorrhagic conditions. ‘The same sample of blood as is 
used for the clotting-time test will also show whether the clot formed is firm 
and hard; if this is not so, then the observer has been warned that trouble 
may arise (tables 3 and 4). 

The bleeding time determination is prolonged in thrombocytopenic pur- 
pura, and also, though not so markedly, in certain other states (tables 1, 2, 
3 and 4). The essential difference between this test and the clotting-time test 
has already been explained. 

The capillary resistance test is positive in purpura simplex and certain 
other conditions (tables 1, 3 and 4), and it is always worth while to carry out 
this simple test for defective capillary function. 

Blood platelets normally number from 250 to 500,000 per ¢.mm.; they 
become reduced in aplastic states or when the marrow becomes invaded 
with new growth, and when the maturation of megakaryocytes, from which 
they are derived, is interfered with. It is in this last respect that the spleen 
is believed to be concerned. When platelets are deficient, purpura readily 
occurs and coagulation is inefficient, especially with respect to the firmness 
and solidarity of the clot. 


TABLE 4 





LABORATORY TESTS IN THE COMMONER H/@MORRHAGIC STATES 


| Clottin | Bleed- | Capillary Clot 
ee 8) ing resistance re- 
| time test traction 





Pro- 
Platelets (thrombin 


Condition 
time 





HMOPHILIA | N N N N N 





N 
N 


THROMBINAEMIA 





PURPURA SIMPLEX N . Decreased 





THROMBOCYTOPENIC 
PURPURA + | Decreased Poor 


| 

| 

Hypopro- | | 
| 

| 


Reduced 





ATHROMBOCYTOPENIC | 
PURPURA | & + | Decreased | Poor N 











TELANGIECTASIA | N | N N | N 





N =normal. -+ =increased. 


Tables 3 and 4 summarize the hemorrhagic conditions in which particular 
laboratory tests are positive. The presentation of these has been made as 
simple as possible, but it should be appreciated that the more the com- 
plexities of the coagulation mechanism become revealed the more com- 
plicated do the variations of the laboratory tests become, and the more 
numerous the variants and types of hemorrhagic disease. 





THE NON-ADDISONIAN MEGALOBLASTIC 
ANAMIAS 


By L. J. DAVIS, M.D., F.R.C.P., F.R.F.P.S. 
Muirhead Professor of Medicine, University of Glasgow 


AND ALEXANDER BROWN, M.D., F.R.C.P.Ep., F.R.F.P.S. 
Senior Lecturer in Medicine, University of Glasgow. 


THE term ‘megaloblastic’ when used to describe an anemia has a significance 
of major importance, not only to the pathologist and hematologist, but also 
to the practical clinician. Yet it still lacks wide usage or universal com- 
prehension. This may be due in part to the fact that for many years after the 
megaloblast was first described, although it provided fuel for controversy 
between academic hematologists concerning its cytological status and func- 
tional significance, it was of little interest to the clinician concerned with the 


care of anemic patients. 


THE SIGNIFICANCE OF MEGALOBLASTIC BLOOD 
FORMATION 

Since the discovery of liver therapy in pernicious anemia by Minot and 

Murphy twenty-five years ago, followed by the introduction of the 

technique of sternal puncture by Arinkin two years later, it has been estab- 


lished that megaloblastic red blood formation in the bone marrow, and the 
resultant anemia, are caused essentially by a deficiency in the anti-anemic 
principle in liver, and that it can be rectified and the blood picture restored 
to normal by liver therapy. Furthermore, it has been shown that liver 
therapy is of significant value only in anzemias associated with megaloblastic 
erythropoiesis. In the early days of this phase of hematological discovery it 
was thought that classical Addisonian pernicious anemia was the only type 
of anemia having these features of megaloblastosis and responsiveness to 
liver therapy. During the years immediately before the 1939-45 war, how- 
ever, it became generally recognized that megaloblastic anemias responsive 
to liver could occur in patients presenting various features differing from 
those characterizing classical pernicious anemia as described by Addison. 
Such anzmias are therefore conveniently designated as non-Addisonian 
megaloblastic anemias. They may occur in association with the sprue syn- 
drome, severe nutritional deficiencies, and pregnancy. It will thus be seen 
that the cytology of the red cell precursors in the bone marrow is not only 
of academic interest but is of therapeutic importance. Liver, or its products, 
is indicated in megaloblastic anzmias, but is of no value in the larger group 
of normoblastic anzmias, in which the red cell precursors do not differ 
significantly from those present in normal marrow. 
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For the most part the presence of megaloblasts can be determined only 
by examination of the bone marrow, but occasionally in very severe cases 
these cells may appear in the peripheral blood. This is too inconstant a 
feature, however, to be reliel upon for diagnosis. A more constant and 
characteristic feature in the peripheral blood that has long been described in 
pernicious anemia is the presence of numerous large red corpuscles well 
filled with hemoglobin. The precise studies of Price-Jones some twenty 
years ago on the measurement of red cell diameters attracted general 
attention to this feature, and resulted in the concept of ‘macrocytic’ anemia: 
an anzmia in which the average red corpuscle is of greater diameter, and of 
greater volume, than normal. Since the blood picture in pernicious anemia 
was invariably found to be macrocytic, and since preliminary observations 


Fic. 1.—Sternal puncture smear showing Fic. 2.—Sternal puncture smear showing 
typical megaloblastic erythropoiesis normoblastic erythropoiesis ( x 850). 
(x 850). 


showed that the blood pictures in other related (megaloblastic) anzmias 
responsive to liver therapy were also macrocytic, this term became widely 
used to distinguish the liver-responsive group of anemias from the normo- 
cytic and microcytic anemias not responsive to liver. Further investigations, 
however, have shown that such a classification based on the peripheral blood 
picture is not valid in all cases. Although the blood picture is almost in- 
variably macrocytic in classical pernicious anzmia, it is not always so in 
some of the other types of megaloblastic anemia. In megaloblastic anemia 
of pregnancy, for example, the blood picture may show little or no evidence 
of macrocytosis. Conversely, a macrocytic blood picture is by no means in- 
variably associated with megaloblastic erythropoiesis. Frankly macrocytic 
anzmias may occur in association with normoblastic erythropoiesis in a 
number of conditions, such as certain hemolytic syndromes, leukemia, 








MEGALOBLASTIC ANAMIAS 225 


aplasia, scurvy, and myxeedema. Such anezmias are, of course, quite un- 
responsive to any form of liver therapy. It will thus be seen that a classifica- 
tion of anzemias based on red cell size is not necessarily significant in respect 
of either etiology or therapy. 

The term ‘megalocytic’ is sometimes used as an alternative to ‘macro- 
cytic’. Some authors use these terms synonymously, as indeed is sanctioned 
by etymology, since mackros means long, and megas means great. Other 
authors, however, use ‘megalocytic’ to describe a true megaloblastic anemia, 
and ‘macrocytic’ as a more general term for any anemia with big red cells. 
Since it is usually impossible to distinguish a megaloblastic macrocytic 


Fic. 3.—Peripheral blood film showing Fic. 4.—Peripheral blood film showing the 
macrocytosis. This is from a case of ‘dimorphic’ picture. This is from a 
megaloblastic anemia associated with case of megaloblastic anemia of preg- 
sprue. It is essentially similar to the nancy. The bone marrow was frankly 
blood picture in Addisonian pernicious megaloblastic (x 850). 
anzmia (Xx 850). 


anamia from a normoblastic macrocytic anemia by examination of the red 
cells in the peripheral blood, in our view there is no good reason for the 
adoption of such a nomenclature. 


THERAPEUTIC DEVELOPMENTS 

Before proceeding to discuss the different types of megaloblastic anemias, 
it may be helpful to consider briefly the relative merits of the various thera- 
peutic substances available. 

As is well known, liver therapy originally involved the eating of about 
4 lb. of raw or lightly cooked liver daily. After a few years, liquid extracts were 
produced which were equally effective when taken orally in doses of } oz. 
(14 ml.) daily. Either of these forms of treatment is almost invariably effec- 
tive in all forms of megaloblastic anemia. The next development was the 
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introduction of refined liver extracts suitable for intramuscular injection. 
These are far more potent than the oral extracts, so much so that in the case 
of the more highly purified ones as little as 1 ml. injected once monthly is 
effective in the maintenance treatment of pernicious anemia. The con- 
venience and reliability of these parenteral extracts soon led to their being 
regarded as the treatment of choice in Addisonian pernicious anemia, a 
position which they have maintained until quite recently. In the treatment 
of the non-Addisonian megaloblastic anemias, however, they are often 
found to be relatively, or even completely, ineffective in cases which sub- 
sequently respond to whole liver, or to crude oral extracts. During the recent 
war, when oral liver extracts were not available in Great Britain, a proteo- 
lytic digest of liver, proteolysed liver, was introduced. Taken by mouth in 
daily doses of 4 oz. (14 ml.), it proved as a rule to be effective in all types of 
megaloblastic anzemia. 

Folic acid was introduced into therapeutics in 1945. Although originally 
isolated as a fraction from liver it soon became available as a synthetic 
chemical compound (pteroylglutamic acid), which was active in megalo- 
blastic anzmias in small doses of the order of 10 to 20 mg. It is potent 
whether given by mouth or injected parenterally. It is particularly effective 
in the non-Addisonian group. In Addisonian pernicious anemia its efficacy 
in restoring the blood picture to normal is variable. It should never be used 
in the treatment of this condition because it is ineffectual in arresting, or 
in preventing, the development of neurological complications. 

Vitamin B,,, a pure crystalline compound, was isolated from liver in 1948, 
and subsequently produced by microbic fermentation. In pernicious anzmia 
it is effective when injected parenterally in doses as small as 3 micrograms. 
When given by mouth, however, it is inactive unless given in relatively large 
doses. It has proved to be of great value in the treatment of Addisonian per- 
nicious anzemia and threatens to supplant refined liver extracts. But like the 
latter, vitamin B,, is disappointing in the treatment of the non-Addisonian 
group. It seems highly probable that the potency of refined liver extracts is 
dependent upon their content of vitamin B,,. Their content of folic acid is 
negligible. Raw liver and crude liver extracts, on the other hand, contain 
appreciable amounts of both substances. Whether liver extracts contain any 
additional substance or substances having significant hematinic activity is 
unknown. 

Desiccated hog’s stomach, administered orally, has been used successfully 
in the treatment of pernicious anamia for twenty years, but has never en- 
joyed wide popularity, mainly because of its unpleasant taste, its variability 
in potency, and because it cannot be sterilized. Little is known concerning 
its efficacy in non-Addisonian megaloblastic anzmias. 

Yeast products, including autolysed yeast, have been shown to be effective 
in certain types of nutritional megaloblastic anemia but are too uncertain 
in their action to be relied upon as a routine therapeutic measure. 
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ADDISONIAN PERNICIOUS ANAMIA 
Although this article is not intended to deal with classical pernicious anaemia, 
it is desirable that the salient features of this disease should be outlined for 
purposes of comparison with the other megaloblastic anamias. 

Since Addison’s description of the clinical syndrome of progressive 
anzmia, there has gradually evolved a pathological concept which is con- 
veniently designated by his name. According to present views, the disease 
arises as the result of degenerative changes in the gastric mucosa and con- 
sequent failure in gastric secretion, of which achlorhydria is a constant 
feature. This leads in a manner not yet understood to defective absorption 
or utilization of vitamin B,,, and possibly of certain other essential food 
factors necessary for normal cellular activity. In the absence of vitamin B,», 
erythropoiesis becomes megaloblastic, resulting in the production of an 
inadequate number of misshapen erythrocytes. As is well known, the patient 
is also apt to develop degenerative changes in the central nervous system, 
and in the epithelium of the tongue. 

The disease has a familial, and also a racial, frequency, being relatively 
common in Nordic races and extremely rare in those originating in sub- 
tropical and tropical zones. It occurs most commonly in the middle-aged and 
elderly, and is rare in younger age-groups. In the absence of treatment the 
disease follows a fluctuating but invariably fatal course. Treatment, to be 
successful, must be continued permanently for the rest of the patient’s life, 
since the gastric degenerative changes are irreversible. It has now been 
established that highly refined extracts of liver administered parenterally are 
entirely effective in restoring and maintaining a normal blood picture, and 
in preventing the onset of neurological complications. There is also every 
reason to believe that vitamin B,., also administered parenterally, is equally 
effective. Folic acid is contraindicated in the treatment of pernicious anaemia 
for the reasons already mentioned. 


MEGALOBLASTIC ANZMIA DUE TO INTESTINAL 
MALABSORPTION 

In severe cases of tropical sprue a high proportion of patients develop a 
macrocytic ana#mia associated with megaloblastic erythropoiesis. In idio- 
pathic (non-tropical) steatorrheea in adults, and in coeliac disease in children, 
anzemia is common but is usually hypochromic and normoblastic. Occasion- 
ally, however, it is megaloblastic. Megaloblastic anemia may also occur 
when malabsorption results from structural abnormalities affecting the 
small intestine, due to such causes as anastomoses, tuberculosis, reticulo- 
endotheliosis, and intestinal anastomoses or strictures. Gastric dysfunction 
and achlorhydria are not essential features of this condition, and free 
hydrochloric acid is usually demonstrable in the gastric juice. Neurological 
complications are extremely rare, but a few cases have been recorded. 

Diagnosis should present no difficulty when steatorrheea is evident, as in 
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cases of tropical sprue. It should be remembered, however, that the mal- 
absorption syndrome may occur in the absence of obvious steatorrheea, or 
even of the usual clinical manifestations of malnutrition. In such cases the 
diagnosis may depend upon biochemical evidence of malabsorption as re- 
vealed by fat-balance estimations, glucose tolerance curves and other tests. 
Radiological investigation of the alimentary tract is also called for when 
malabsorption is suspected. 

The natural course of the anemia depends upon the intestinal function. 
If this becomes restored to normal the anemia undergoes spontaneous re- 
mission. In general, the anemia responds to treatment with liver and crude 
liver preparations given by mouth, but the response to injections of refined 
liver extracts or vitamin B,, is variable and usually poor. Folic acid, however, 
is at least as effective as crude liver preparations. Suitable treatment almost 
always results in some degree of hematological remission, but it is not fol- 
lowed in all cases by restoration of the blood picture completely to normal 
if the steatorrheea persists. This failure in complete hematological remission 
is especially common in megaloblastic anemia associated with non-tropical 
idiopathic steatorrhcea, in which, despite intensive treatment, the red cell 
count may fail to rise above 3.5 million per c.mm., or thereabouts. 


NUTRITIONAL MEGALOBLASTIC ANZ2EMIA 
Megaloblastic anemia may occur in both sexes under conditions of severe 
malnutrition, particularly when there is severe protein deficiency. ‘This type 
of anemia is extremely rare in temperate zones, but has been reported from 
many tropical and subtropical territories. There is, however, a good deal of 
confusion concerning it. Competent bone marrow studies have been per- 
formed in only a minority of reported cases, and it would now appear that 
many instances of so-called nutritional macrocytic anemia may not have 
been cases of megaloblastic anemia, but instances of iron-deficiency 
anzmia associated with other nutritional defects and infestation with in- 
testinal parasites. It has been shown that in some such cases the macrocytes 
in the peripheral blood were actually reticulocytes appearing in response to 
blood loss. Another cause for confusion is the frequent association of 
severe malnutrition with the sprue syndrome. In many of the cases which 
have been reported it has been difficult to assess whether defective nutrition 
or defective absorption was of greater etiological significance. Nevertheless, 
there is good evidence that true megaloblastic anzmia can occur solely as 
the result of dietary inadequacy. It may occur in people of any age or race. 
It is believed that in these cases a lack of extrinsic factor is the operative 
cause. In general, the gastric secretion of these patients appears to be normal 
and contains free hydrochloric acid. Correction of the dietary deficiency re- 
sults in remission of the anemia, which shows no tendency to relapse so 
long as the diet remains satisfactory. Serious neurological complications are 
not a feature of nutritional megaloblastic anemia, but the possibility of 
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severe vitamin deficiencies giving rise to neurological manifestations such as 
those seen in beri-beri and pellagra must be borne in mind. It should be 
noted that the peripheral blood picture is not invariably macrocytic, since a 
concomitant deficiency in iron may result in a mixed hypochromic and 
macrocytic appearance, the so-called ‘dimorphic’ picture. 

Whole liver and crude liver extracts given by mouth are usually highly 
effective in the treatment of patients suffering from this condition. Excellent 
results have also been obtained with yeast and yeast products such as 
marmite. The injection of refined liver extracts, or of vitamin Bj», is, how- 
ever, unsatisfactory, the response being variable and seldom optimal. Folic 
acid appears to be satisfactory in treatment. Indeed, it was in cases of 
nutritional megaloblastic anemia that the therapeutic efficacy of synthetic 
folic acid was first reported by Spies and his colleagues in 1946. In general, 
treatment of patients suffering from this condition should be based on an 
adequate diet, especially in respect of protein, and the administration of 
crude liver preparations by mouth, such as proteolysed liver, or of folic acid. 


MEGALOBLASTIC ANZ MIA OF PREGNANCY 
Anzmia is common in pregnancy, and although in the vast majority of cases 
it is of the hypochromic iron-deficiency type, occasionally it may be megalo- 
blastic. Megaloblastic anemia in pregnancy, when it occurs, usually de- 
velops late in pregnancy and may not become manifest until towards the end 
of term or even in the puerperium. It is often severe, and if unrecognized 


and untreated may cause death. If the patient survives, spontaneous re- 
mission occurs once the puerperium is past. The cause of the condition is 
not known. Consideration of space prevents a discussion of the possible 
etiological factors, but it may be stated that although defective nutrition may 
play a contributory part, it is unlikely that this is the primary cause, at any 
rate in temperate climates. The gastric secretion tends to be diminished in 
pregnancy, but it seems improbable that megaloblastic anemia of pregnancy 
is due to lack of intrinsic factor, although here again, a partial deficiency 
may be a contributory factor. It should be noted, however, that in the great 
majority of patients investigated, free hydrochloric acid has been demon- 
strated in the gastric juice. The blood picture is in some cases macrocytic, 
but in others the picture may be normocytic and normochromic, or even 
hypochromic. The occurrence of a ‘dimorphic’ picture similar to that seen 
in nutritional anemias is not uncommon. It is therefore important to 
realize that examination of the peripheral blood should not be depended 
upon for diagnosis. In any severe anemia occurring towards the end of 
pregnancy which is not clearly due to iron deficiency, bone marrow biopsy 
should be undertaken. Only in this way can the diagnosis of megaloblastic 
anzmia be firmly established. 

It is now generally agreed that refined liver extracts and vitamin B,, are 
ineffective in the great majority of cases, and that folic acid or crude liver 
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preparations given by mouth are the most satisfactory forms of treatment. 
Since there is no danger of neurological complications, folic acid would 
appear to provide the most convenient treatment in this condition. 

When megaloblastic erythropoiesis is demonstrated, the question may 
arise, in the case of older women, whether the condition is megaloblastic 
anemia of pregnancy or Addisonian pernicious anemia occurring during 
pregnancy. It is obviously desirable to obtain an answer to this question, 
because the latter condition necessitates permanent treatment with liver ex- 
tracts or vitamin B,,. A histamine test meal may provide the answer, be- 
cause if free hydrochloric acid be present, Addisonian pernicious anemia can 
safely be excluded. If, on the other hand, no free acid is found, it is advisable 
to treat the patient in the meantime as a case of megaloblastic anemia of 
pregnancy, and, following the restoration of a normal blood picture after the 
puerperium, to repeat the test meal. If it still fails to reveal free acid, further 
hzmatinic treatment should be withheld, and the patient kept under close 
observation during the following year. If the macrocytic an#mia recurs, a 
diagnosis of Addisonian pernicious anztnia should be made, and appropriate 


treatment instituted. 


MEGALOBLASTIC AN2ZMIA IN INFANTS AND YOUNG CHILDREN 
From time to time cases have been reported of megaloblastic anemia oc- 
curring in infants or in young children. In some of these cases intestinal 
malabsorption was present, either as a feature of ceeliac disease, or due to 
local disease of the alimentary tract. In other cases, showing no evidence of 
malabsorption, a diagnosis of Addisonian pernicious anemia was made. It 
now seems doubtful if this was always justified. When the gastric juice has 
been examined, free hydrochloric acid has usually been present. Moreover, 
the majority of these cases have, in their response to treatment, differed 
from Addisonian pernicious anemia. The response to refined liver extracts 
has been variable or ineffective, whereas crude liver preparations given by 
mouth, or folic acid, have always been effective in cases in which they have 
been tried. Furthermore, it has generally been noted when the patients have 
been followed up that prolonged maintenance treatment has been un- 
necessary. It may therefore be concluded that whilst it is possible that 
Addisonian pernicious anemia may occur in childhood, its occurrence must 
be very infrequent, and it should be diagnosed only after full investigation. 
It seems probable that the great majority of cases receiving this diagnosis are 
due to defective intestinal absorption, although the clinical evidence for this 
may not be manifest. 

The diagnosis of megaloblastic anemia should never be made in children 
or infants merely on the basis of a macrocytic peripheral blood picture, but 
only if megaloblasts have actually been demonstrated. This is because 
macrocytosis occurs with relative ease in young children in the course of 
anzmias due to other causes, such as hemolysis or hemorrhage. 
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MEGALOBLASTIC ANZ MIA DUE TO TAPEWORM INFESTATION 
Infestation by various intestinal parasites may result in anemia. The anaemia 
is usually of the hypochromic type and is due to loss of blood. Occasionally, 
as in ankylostomiasis, the presence of reticulocytes in the peripheral blood 
may result in a macrocytic picture. In such cases the bone marrow is never 
megaloblastic. A true megaloblastic anemia may occur, however, as the 
result of infestation with the fish tapeworm Diphyllobothrium latum. 


This parasite is seldom encountered in this country but it is not uncommon in 
certain parts of the world, particularly in Northern Europe, North America, and 
Japan. Only a very small proportion of individuals harbouring the parasite actually 
develop the anemia, and there are grounds for believing that the anemia is found 
only in patients who have a hereditary susceptibility to true pernicious ane#mia. The 
anzmia, when it does occur, is similar to Addisonian pernicious anaemia. Recovery 
takes place either in response to liver therapy or after expulsion of the parasite. 
Unless the parasite is expelled, permanent liver therapy is necessary. The mechanism 
of the anemia is not completely understood, but it is believed that the parasite com- 
petes with its host for the available hemopoietic principle. 


MEGALOBLASTIC ANZ MIA IN LIVER DISEASE 
Since the hemopoietic principle is stored in the liver there are theoretical 
reasons for believing that extensive liver disease may result in a deficiency of 
this substance and in the production of a megaloblastic anemia. It seems 
highly doubtful, however, whether a megaloblastic anemia does in fact 
ever occur solely as the result of hepatic dysfunction. 

It is well known that in hepatic cirrhosis, anemia is common and that not infre- 
quently it is macrocytic in type, but the macrocytosis of such cases would appear to 
be due more to an increase in diameter rather than to an increase in volume of the 
red cells. Whatever be the cause of this type of anamia, deficiency in hemopoietic 
principle would not appear to be involved, since megaloblastic erythropoiesis is not 
a feature and liver therapy is ineffective. Although it seems doubtful whether disease 
of the liver is ever the primary cause of megaloblastic anemia, we believe that in 
certain circumstances it may modify the course, and the response to treatment, in 
megaloblastic anemia which has already developed as the result of other causes. 


IDIOPATHIC REFRACTORY MEGALOBLASTIC ANAMIA 
Since the introduction of liver therapy, cases of severe anemia, regarded at 
the time as pernicious ana@mia, have been reported as having failed to 
respond to liver. The term ‘refractory anemia’ has often been applied to 
such cases. It seems likely, that in the absence of information concerning the 
bone marrow, various disorders, such as aplastic anemia and aleuka#mic 
leukemia, have mistakenly been allocated to this group. Since these were not 
examples of megaloblastic anemia, they could not be expected to respond to 
liver therapy. Eliminating these cases, there remain many cases of genuine 
megaloblastic anemia which are refractory only in the sense that they fail 
to respond satisfactorily to injections of refined liver extract, although they 
are responsive to whole liver or crude liver preparations or to folic acid. 
Further analysis indicates that the majority of these cases are examples of 
non-Addisonian megaloblastic anwmia, such as have already been con- 
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sidered in connexion with malabsorption, malnutrition, and pregnancy. 
There remains a small proportion of patients in whom no such cause of the 
anzmia can be determined. Some of these patients belong to the older age- 
groups and show a histamine-fast achlorhydria, and would accordingly 
justify the diagnosis of Addisonian pernicious anemia were it not for their 
poor response to parenteral liver therapy. In others, free hydrochloric acid 
has been demonstrated in the gastric juice. It is for such cases that the term 
‘idiopathic refractory megaloblastic anemia’ should be reserved. Although 
these patients are refractory in that they do not respond to injections of re- 
fined liver extract or vitamin B,», their response to the oral administration of 
crude liver preparations or folic acid is almost invariably satisfactory. The 
etiology of these cases is quite obscure. It is possible that in many of them 
defective intestinal absorption may be responsible, despite normal results 
from fat-balance studies. Another possibility is that hepatic dysfunction may 
play a part. We have observed patients in this idiopathic refractory group 
with histamine-fast achlorhydria who, after prolonged periods of treatment 
with crude liver preparations, lost their initial refractoriness to purified liver 
extracts and were subsequently maintained satisfactorily on such extracts. 
Such patients would in all other respects qualify for the diagnosis of 
Addisonian pernicious anemia. 

The term ‘achrestic anemia’ has been introduced by Wilkinson and 
Israéls to describe a series of cases resembling pernicious anemia in which 
there was no response to liver therapy. It was claimed that in these patients 


the failure of treatment was due to inability of the marrow to utilize the 
hzmopoietic principle. In the light of available evidence it would seem in- 
advisable to regard achrestic anemia as a pathological entity. To us, it 
appears preferable to employ the term ‘idiopathic refractory megaloblastic 
anzmia’ for these rare cases about which so little is known. 


THE FREQUENCY OF DIFFERENT TYPES OF MEGALOBLASTIC 
ANAEMIA 
It may be of interest to add a note on the frequency of the different types of 
megaloblastic anemia. Clearly, these vary enormously from country to 
country and from clinic to clinic. In the tropics, Addisonian pernicious 
anzmia is rare, whereas megaloblastic anemias due to malnutrition and to 
malabsorption are relatively common. In Great Britain, on the other hand, 
Addisonian pernicious anemia is much the most common type. Of the last 
100 consecutive cases of megaloblastic anemia admitted to hospital under 
our care during recent years, 86 were diagnosed as Addisonian pernicious 
anemia, and 14 as non-Addisonian megaloblastic anemia. Of this latter 
group, 2 were associated with steatorrhea, 2 were thought to be due to 
defective nutrition, 5 occurred in connexion with pregnancy, and in 5 no 
etiological feature was detected. Professor L. S. P. Davidson of Edinburgh 
has informed us that in the large series of cases of megaloblastic anzmia seen 
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by him during the past ten years, the proportion of non-Addisonian cases 
was similar. It should be noted that these figures relate to hospital medical 
units taking a special interest in hematological problems. It is therefore 
probable that this may result in an unduly high incidence of unusual or 
refractory cases. 


THE ETIOLOGY OF MEGALOBLASTIC ANZMIAS 

The whole question of the etiology of these anzmias, and of the functional 
relationship between vitamin B,, and folic acid, is at present in a remarkably 
confused state, and consideration of space prevents an attempt to discuss it 
at any length. A few comments, however, may not be out of place. The 
well-known hypothesis of Castle postulates that the hemopoietic principle 
necessary for normal erythropoiesis is formed in the stomach or small in- 
testine as the result of reaction between the intrinsic factor secreted by the 
gastric mucosa, and the extrinsic factor present in certain protein con- 
stituents of the food. Addisonian pernicious anemia results from deficiency 
of intrinsic factor; nutritional megaloblastic anemia from dietary deficiency 
of extrinsic factor; megaloblastic anemia of malabsorption from failure on 
the part of the small intestine to absorb the hemopoietic principle. It has 
been suggested, as the result of recent clinical experiments, that vitamin 
B,» is actually the extrinsic factor, and that the rdle of the intrinsic factor is 
merely to facilitate its absorption from the alimentary tract. Whilst this 
theory provides a plausible explanation of the various types of megaloblastic 
anzmia, it almost certainly represents an over-simplification. It fails to 
explain, for example, the varying therapeutic activity of modern hematinic 
agents in the different types of megaloblastic anemia. Why should 
Addisonian pernicious anemia show any response to folic acid if it is due 
to a deficiency in vitamin B,,, and why should nutritional megaloblastic 
anzmia or megaloblastic anemia of pregnancy respond to crude liver pre- 
parations given by mouth, or to folic acid, after failing to respond to in- 
jections of refined liver extracts or vitamin B,, which are highly effective in 
cases of Addisonian pernicious anaemia? 

A more probable explanation is that vitamin B,, and folic acid are both 
necessary for normal blood formation, either acting independently, or re- 
acting with each other to produce a third factor. In Addisonian pernicious 
anzmia the essential deficiency is presumably in vitamin B,». It is believed 
that this deficiency is seldom absolute and that a small quantity will con- 
tinue to be absorbed from the food despite the absence of intrinsic factor. 
This quantity is, however, inadequate for normal hemopoiesis in the pre- 
sence of the small amount of folic acid normally available, but may be 
sufficient to restore normal hemopoiesis when additional folic acid is pro- 
vided therapeutically. This will explain why vitamin B,, and folic acid may 
both be hzmatologically effective in Addisonian pernicious anemia. Since 
vitamin B,, alone is capable of preventing neurological complications, it 
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must be assumed that its effect upon the nervous system is independent of 
its hemopoietic activity, and is one in which folic acid plays no part. In the 
non-Addisonian megaloblastic anzmias it is believed that the deficier-y is 
mainly in folic acid, although in some cases a dual deficiency may be 
operative. If this view is correct, it will explain why folic acid is usually 
effective, whereas vitamin B,, and refined liver extracts are unreliable in the 
treatment of these anemias. The efficacy of crude liver preparations in all 
types of megaloblastic anemia may be attributed to their relatively high 
content of both vitamin B,, and folic acid, whereas, as already noted, the 
highly refined liver extracts contain only minute quantities of folic acid and 
are believed to owe their hemopoietic activity entirely to their content of 


vitamin B,.. 


DIAGNOSIS 

The diagnosis of non-Addisonian megaloblastic anemia should always be 
considered in a patient suffering from a megaloblastic anemia with clinical 
features not typical of Addisonian pernicious anemia. Among such features 
are the following: relative youth of the patient; the patient belongs to a 
Southern race; pregnancy; presence of steatorrhaea or other evidence of 
intestinal dysfunction; evidence of malnutrition. The diagnosis should also 
be suspected in patients presenting the usual features of Addisonian per- 
nicious anemia who do not respond satisfactorily to treatment with refined 
liver extracts or vitamin B,,. In all cases when the diagnosis is first suspected 
a sternal puncture should be performed to establish that erythropoiesis is 
in fact megaloblastic, and this should be followed by a test meal in order to 
determine whether free hydrochloric acid is present or not. The presence of 
free hydrochloric acid should always lead to the rejection of a diagnosis of 
Addisonian pernicious anemia. As already indicated, non-Addisonian 
megaloblastic anemia may occur in the absence of a macrocytic peripheral 
blood picture. It is therefore desirable that in all anamias the nature of 
which is not apparent from examination of the peripheral blood, bone 
marrow biopsy should be performed. 

Cases of megaloblastic anemia which fail to respond to treatment with, 
for example, refined liver extracts, usually continue to show megaloblastic 
bone marrow pictures, but if a partial but unsatisfactory response occurs, 
the marrow may show an incomplete reversion to normoblastic erythro- 
poiesis, which may make retrospective diagnosis difficult, if not impossible. 
The desirability of sternal puncture being performed before starting treat- 
ment in all doubtful cases will therefore be evident. Although the finer points 
of megaloblast morphology have given rise to much disputation, in most 
cases of megaloblastic anemia, inspection of a well-made sternal marrow 
smear should enable the diagnosis to be made without difficulty by anyone 
with reasonable knowledge and experience. 








DRUG-INDUCED BLOOD DISEASE 


By J. N. MARSHALL CHALMERS, M.D., M.R.C.P., D.P.H. 
Clinical Hamatologist, St. George’s Hospital and Medical School. 


As the pharmaceutical research chemist has developed more and more or- 
ganic therapeutic compounds, so the list of drugs which may have ‘side- 
effects’ on the blood-forming tissues has increased, and it is important for 
prescribers to remember the potential ill-effects which may, on occasion, 
arise. Whilst freedom in prescribing must remain a personal matter of the 
physician and a useful drug should not be withheld because of a remote 
possibility of a toxic effect, one can recall, on the other hand, the tragedy of a 
fatal aplastic anaemia or agranulocytic angina developing after the use of some 
organic preparation when alternative therapy could readily have been given 
for the same original desired effect. The position is sometimes made worse 
for doctors by pharmaceutical firms marketing drugs the chemical nature of 
which is often concealed under a trade name. Most practitioners bear in 
mind that amidopyrine is a potential cause of agranulocytosis, yet there are 
quite a number of frequently prescribed proprietary sedative preparations 
containing amidopyrine, and this is often quite unknown to the doctor 
writing the prescription. 

Discombe (1951), at a meeting of the Association of Clinical Pathologists in 
London, raised this question and quoted ‘allonal’, ‘amidophen’, ‘amytal compound’, 
‘cibalgin’, ‘corosedine’, ‘optalidon’, ‘somnosal’, ‘veramon’ and ‘veropyron’ as ex- 
amples of such proprietary preparations, all of which contain an amount of amido- 
pyrine (pyramidon). 

Whether or not such preparations have ever caused agranulocytic angina 
is beside the point—practitioners should be well aware that amidopyrine is 
in a prescribed preparation so that any possible sign of toxic effect can be 
recognized without delay and appropriate action taken. 

Although coal tar derivatives—particularly those with a benzamine group 
—are the most common offenders in causing blood dyscrasias, serious effects 
are fortunately relatively uncommon when compared with the total number 
of patients at risk. Personal idiosyncrasy or allergy is regarded as being 
responsible for many of the ill-effects, but the exact way in which these 
blood changes develop is still little understood. 

Drugs may influence blood cell production either by depressing red cell, 
granulocyte or platelet production, together (aplastic or hypoplastic anamia) 
or singly (neutropenia, agranulocytosis or thrombocytopenia). Drug- 
induced thrombocytopenia may be due to a selective action on platelet 
formation by the megakaryocytes or, as Ackroyd (1949) has shown in the 
case of ‘sedormid’ purpura, there may be evidence of a lytic action of the 
plasma on platelets which have been formed normally. Drugs may also lead 
to hemolytic types of anemia, by causing either intravascular or extra- 
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vascular hemolysis of the erythrocytes. In other instances methaemo- 
globinzmia, sulphaemoglobinzmia, and, rarely, porphyria may result. 

Although, as already mentioned, organic preparations must be more care- 
fully watched as possible causes of blood changes, inorganic substances such 
as potassium chlorate have been described as giving rise to hemolysis on 
occasion, and recently the antibiotic chloramphenicol (‘chloromycetin’) has 
been reported as a possible cause of neutropenia or hypoplastic or aplastic 
anemia (Volini et al., 1950; Rich et al., 1950). It is of interest to note that 
chloramphenicol has been reported as containing a nitrobenzene radical, 
and although further reports are necessary before any conclusion can be 
drawn, this demonstrates the need for caution as regards new preparations, 
and occasional untoward effects may only be shown after their wide-scale 
employment. 

DEFINITIONS 

Before proceeding further with these problems it is considered appropriate 
to afford some brief general definitions, particularly after the apt remarks of 
Whitby (1951) stressing the wide variation of ‘normal range’ in hemato- 
logical values. Red cell counts, platelet counts and differential leucocyte 
counts are particularly liable to considerable physiological variation, and 
sampling and technical errors (Biggs and Macmillan, 1948). Naturally, re- 
peated tests showing cell reductions are of greater importance than a single 
test which may be a chance low estimation. 

Leucopenia may be said to occur when the total white cell count is below 
4000 per c.mm., and neutropenia or granulocytopenia when the absolute 
granulocyte count is under 1,500 per c.mm. 

Agranulocytosis is, in some ways, an unsatisfactory term; ‘agranulocytic 
angina’ being preferable to denote a clinical state of sore throat, fever and 
malaise, sometimes intestinal, vaginal or lacrimal sac ulceration and in- 
fection—associated with an absence, or virtual absence, of granular leuco- 
cytes in the peripheral blood. However, agranulocytosis is the term used by 
most and will subsequently be employed in this article. Not all cases have 
faucial angina; malaise, weariness and fever may be early symptoms. There 
is no significant anemia or thrombocytopenia in agranulocytosis, and 
marrow studies usually show erythroblasts and megakaryocytes to be normal ; 
significant morphological changes in the cytoplasm and nuclei of the im- 
mature cells of the granular series are usually found with few granulocytes 
at later stages of development. Plum (1937) and Blackburn (1948) give re- 
views of marrow cytology in agranulocytosis and neutropenia, and they 
favour a direct toxic action on the earlier myeloid cells rather than so-called 
‘maturation arrest’. Differences of opinion may well be due to marrow 
examinations being made either at an early stage of the process, or slightly 
later when cell appearances may again be altered. 

Thrombocytopenic purpura is that condition in which blood platelets are 
considerably reduced, usually, but not always, below 40,000 per c.mm., and 
there is a prolonged bleeding time associated with increased capillary 
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fragility. Anemia develops as the result of blood loss, and there is often a 
neutrophil leucocytosis. Skin and mucous membrane hemorrhages dominate 
the clinical picture. 

Aplastic anemia, as usually described (there are certain rare hematological 
variants of this fortunately uncommon condition), means a lack of regenera- 
tion of all the marrow cells leading to anemia without reticulocytosis, 
associated with severe leucopenia, neutropenia and thrombocytopenia. The 
clinical picture is that of anemia, hemorrhage, and often infection. 

Hemolytic anemia is recognized by clinical icterus or sub-icterus with 
excess of urobilinogen in the urine and dark faces. Bile pigments are usually 
not present in the urine, and blood examination shows anzmia with reticulo- 
cytosis independent of treatment, sometimes neutrophil leucocytosis (oc- 
casionally leucopenia), and as a rule a normal platelet count. The serum bili- 
rubin is increased, and in acute cases there may be methemalbumin in the 
plasma. Clinically the patient is usually febrile, and splenomegaly or hepato- 
splenomegaly is commonly found. 


NEUTROPENIA AND AGRANULOCYTOSIS 
The number of drugs now known to be capable of causing a reduction in 
granulocytes in the blood is considerable, but it is important to remember 
that leucopenia and neutropenia do not necessarily indicate impending 
agranulocytosis; further, a normal leucocyte count can be obtained and 
agranulocytosis subsequently develop with surprising rapidity—‘like a bolt 


from the blue’ (Himsworth, 1948). This suggests that there must be some 
peripheral destruction or loss of granulocytes in addition to the action on 
the marrow. The worthlessness of routine leucocyte counts in the prevention 
of drug-induced agranulocytosis has been emphasized by Young (1949) and 
others. My own experience is in agreement with this. In many patients re- 
ceiving, say, a sulphonamide preparation or thiouracil and developing 
neutropenia, continuation of the drug has not caused any clinical side- 
effects, the neutropenia remaining, or indeed correcting itself, in spite of 
further amounts of the drug. In some cases I have noted slight to moderate 
eosinophilia in counts done early in a course of therapy, and such cases have 
on occasion shown a ‘drug fever’ rash or other evidence of intolerance before 
developing agranulocytosis. 

Agranulocytosis may occur at any time during, and sometimes after, a 
course of treatment, although with the sulphonamides it is thought that 
prolonged courses of treatment have a greater chance of causing hamato- 
logical changes. The giving of a small amount of drug to a patient ‘sensitized’ 
by previous taking of the preparation may be enough to precipitate agranulo- 
cytosis. No hard and fast rules can be laid down, however, as to when the 
condition may suddenly develop, and laboratory tests unfortunately give no 
dependable assistance in detecting onset or ‘sensitivity’. 

A patient may not show any reaction to one sulphonamide preparation 
and yet have severe agranulocytosis with another. Again a patient sensitive 
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to, say, amidopyrine usually does not show any ill-effects when taking 
sulphonamides. The possibility of agranulocytosis developing should be 
borne in mind when prescribing the following :— 

Sulphonamide derivatives 

Thiourea and its derivatives, thiouracil, methylthiouracil and propylthiouracil 

Amidopyrine (pyramidon) and preparations containing amidopyrine 

Organic arsenicals (parenteral and oral) 

Gold salts 

Antihistaminics (pyribenzamine, ‘diatrin’) 

‘Diparcol’ (diethazine hydrochloride) 

*Tridione’ (trimethydione) 

*‘Mesontoin’ (methyl-phenyl-ethyl-hydantoin), and similar preparations 

Physical agents such as X-rays, radium and radioactive isotopes 

Barbiturates, bismuth, organic mercurials, antipyrin, phenacetin and 
‘novalgin’ have, among other drugs, been reported on occasion as the 
probable cause of agranulocytosis. Although a small number of cases of 
agranulocytosis remain ‘idiopathic’, drugs account for the vast majority of 
cases, careful inquiry often being necessary to discover this. 


Treatment 

Patients taking thiouracil or other drug known to be a potential cause of 
agranulocytosis should be instructed to stop treatment and consult their 
doctor immediately should they have sore throat, fever or any illness, so that 
prompt blood examination and appropriate therapy can be given without 
delay. This is the only real safeguard. As the first essential is to stop ad- 
ministration of the offending drug, the evaluation of any form of treatment 
is rendered difficult as, by omitting the drug causing the condition, a pro- 
portion of cases may automatically get better. In a serious illness of this type, 
however, penicillin, to prevent infection, is the most important line of 
therapy. Streptomycin and other antibiotics can also be employed as 
necessary. As isolated reports, already quoted, suggest that chloramphenicol 
can depress bone marrow function on rare occasions, this preparation is best 
avoided in the treatment of agranulocytosis until more is known. 

Pentose nucleotide was a popular treatment before the introduction of 
penicillin, and is still used by some. Others, myself included, doubt its 
value. Large intramuscular injections (40 to 50 ml. in divided doses daily) 
are painful and cause fever and often distress; whilst pentose nucleotide 
should never be given in concentrated solution intravenously, some advocate 
adding 40 ml. to a bottle of blood or plasma given by drip. 

Repeated intravenous injections of pyridoxine (vitamin B,), in doses of 
100 to 200 mg., have been recommended and there have been good results 
in some cases, but as there are few reports in which this has been the only 
line of treatment adopted, no very firm conclusions can be drawn. The use 
of folic acid, although beneficial in certain neutropenias in animals, has no 
significant effect in human agranulocytosis. The value of injections of 


*Known as ‘mesantoin’ outside U.K. 
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‘leucocytic cream’ and marrow extracts is extremely doubtful, and although 
some advocate blood transfusion, this is indicated only if the patient be 
anzmic, and anzmia is not a usual manifestation of agranulocytosis. 

In those cases in which organic arsenic, gold or mercury is the cause, 
dimercaprol (BAL) should be given by injection, together with the usual 
intensive penicillin therapy. 

Although in the past, mortality from agranulocytosis has been given as 70 
per cent. or more of cases, and the risk to life is still considerable, anti- 
biotics have greatly improved the outlook. Moore (1946) reported that 
agranulocytosis had occurred in 19 (1.7 per cent.) of 1,091 cases treated with 
thiouracil. Of these cases of agranulocytosis about 25 per cent. died. Prog- 
nosis should remain guarded in all cases until the return of granulocytes into 
the peripheral blood. A few cases have been reported in which the condition 
has been followed by chronic neutropenia. 


THROMBOCYTOPENIA AND PURPURA 
Drugs to remember as possible causes of thrombocytopenia are :— 

‘Sedormid’ (allyl-isopropyl-acetyl-carbamide)—an open chain ureide 

Organic arsenicals 

Sulphonamide derivatives 

Gold salts 

Physical agents: X-rays, radium, radioactive isotopes 

In most of these the action of the drug appears to be, directly or indirectly, 
on the megakaryocytes of the bone marrow. In the case of ‘sedormid’, lysis 
of platelets is the explanation. Individual sensitivity to the drug is important. 

Treatment.—The most valuable line of treatment, after stopping the 
drug, lies in repeated transfusion—preferably of fresh blood. Repeated trans- 
fusions over weeks may be necessary before there are signs of recovery, and 
20 bottles of blood or more may be needed in some cases. Provided death 
does not occur from shock, hemorrhage or infection, platelets return in the 
majority of cases and recovery takes place. Local treatment for haemorrhage 
from the nose, mouth, or vagina may be with thrombin, fibrin foam or 
Russell viper venom. Antibiotics should be used to prevent infection. 
Splenectomy has no place in the treatment of these acute purpuras. I would 
stress the value of transfusion above all other form: of treatment. For 
arsenical and gold thrombocytopenic states, BAL should also be given. 

Non-thrombocytopenic allergic or toxic purpuras have been observed 
following numerous drugs, including belladonna, ‘epanutin’, quinine, 
quinidine, copaiba, salicylates, ergot and phenobarbitone. Treatment, 
following discontinuation of the drug, is symptomatic, as this form of 
allergic purpura is rarely serious. Hematological examination is necessary to 
exclude significant anemia or thrombocytopenia. 

The use of anticoagulant drugs may, if not carefully governed by laboratory 
control, give rise to hemorrhage and anemia. In the case of heparin, the 
intravenous injection of protamine sulphate (5 to 10 ml. 1 per cent. solution) 
will restore the coagulation time to normal. With dicoumarol or ‘tromexan’ 
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(bis-3-3'3(4 oxycoumarinyl) ethyl acetate), which are considered to have an 
antiprothrombin action, fresh blood transfusion and the intramuscular in- 
jection of vitamin K analogues are employed. 

Salicylates in large doses can also cause hypoprothombinamia, but 
hamorrhagic manifestations must be very rare. 


APLASTIC ANAZMIAS 

In this group, in which there is a general depression of marrow function, 
many of the drugs already mentioned as having a selective action either on 
leucocyte or platelet production are also potential causes of this rare but 
grave condition of general marrow aplasia. Once again organic arsenicals, 
organic gold and sulphonamide preparations head the list, ‘mesontoin’, 
‘tridione’, folic acid antagonists (‘pterins’), nitrogen mustards, ‘mepacrine’ 
(‘atebrin’), bismuth, ‘thorotrast’, colchicine, ‘chloromycetin’ (chloram- 
phenicol), X-rays and radioactive substances are among the agents which 
have, or probably have, given rise to marrow aplasia or hypoplasia. 

Treatment lies in stopping the causal drug and treating with repeated 
blood transfusions of concentrated cells, with full appreciation of the 
haemodynamics of these severe anemias. Transfusion must be given slowly 
to avoid cardiac failure. Further, as these patients may require enormous 
numbers of bottles of blood, careful consideration of the correct rhesus 
group is necessary, to minimize reactions. Even with correct ABO and rhesus 
group transfusion they may develop other antibodies of uncommon type. 

Although the outlook in aplastic anemia is always grave, Boon and 
Walton (1951), in a recent review, stress that treatment with blood trans- 
fusion is worth continuing as recovery is possible—regrettably in only a very 
small number of cases. BAL for cases caused by arsenicals and gold, and the 
various local and vitamin preparations already mentioned for purpura, 
should be given as adjuvants. Proteolysed liver and numerous other hema- 
tinics are worthy of trial but have no proven value. Penicillin therapy is given 
to control infection. 

HEMOLYTIC ANZ MIAS 

Hamolysis may occur, again fortunately on relatively rare occasions, follow- 
ing the use of sulphonamide drugs (particularly sulphanilamide in children), 
organic arsenicals in rare instances, phenothiazine, phenylhydrazine, ‘cryo- 
génine’ (phenylsemicarbazide), antihistaminics such as diphenhydramine 
and pyribenzamine, ‘pamaquin’ (the latter more particularly when used in 
association with mepacrine or quinine), and quinine itself. The réle of 
quinine—or the irregularity of taking of quinine—in the causation of black- 
water fever has been much debated and, whatever the mechanism may 
prove to be, this possible ill-effect should be remembered in those suffering 
from subtertian malaria. The group of sulphones (e.g. ‘promin’) used in 
the treatment of leprosy and tuberculosis has also been reported as causing 
a varying degree of hamolytic anemia, and treatment is given with this risk 
in mind, 
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‘Myanesin’ (mephenesin), used in anzsthetic practice and in the treatment 
of tetanus and spastic nervous disorders, has been shown to be capable of 
causing intravascular hemolysis and hemoglobinuria, and a few cases of 
hemolytic anemia have been reported after oral administration of 
mephenesin preparations. 

Treatment of such hemolytic anemias consists of dietary and fluid balance 
therapy, hematological and biochemical control, and careful blood trans- 
fusion. 

Although human blood is not a ‘drug’ and is inapplicable to the title of 
this article, hemolysis after incompatible blood transfusion (due either to 
ABO, rhesus or at times rare eponymous antibodies) is mentioned, as the 
hemolytic effects of mismatched blood transfusion constitute therapeutic- 
ally induced blood disease. Blood should not be given unless really indicated, 
and only after careful cross-matching. 


BLOOD PIGMENT DISORDERS (ENTEROGENOUS CYANOSIS) 
A number of drugs can cause methemoglobinemia and sulphemo- 
globinemia. Sometimes both conditions cvexist. The altered pigment is 
usually intracorpuscular. 

The curious cyanosis of a purplish colour is, when severe, a striking sight. 
Clinically there is no evidence of heart or lung disease to account for cyanosis, 
and the patients are not breathless. A slight or moderate hypochromia often 
exists, and occasionally associated hemolytic anzmia has been described. 
Spectroscopic examination of the blood is required to prove enterogenous 
cyanosis, which is usually explained by some intermediate action resulting 
in oxidation of haemoglobin or allowing sulphur to combine with hemoglobin 
(Whitby and Britton, 1950). 

Sulphonamide compounds may give rise to either type of altered hamo- 
globin, and this type of cyanosis was often seen before the introduction of 
antibiotics, and is still not uncommon. Phenacetin, too, is a not infrequent 
cause of this form of cyanosis. Among other drugs, acetanilide, trional, 
sulphonal, pamaquin, pyridium and potassium chlorate have been reported 
as causes of one or other or both types of enterogenous cyanosis. 

Treatment.—Avoidance of sulphur-containing saline purgatives in those 
receiving sulphonamide therapy has been said to reduce incidence. Active 
treatment for methemoglobinemia is by giving reducing agents such as 
ascorbic acid or methylene blue, either intravenously or orally. The effect is 
temporary if the causal drug is continued. Prohibiting the drug (and this, as 
in a case of mine, may be a matter of some difficulty in those who have taken 
phenacetin regularly) causes methemoglobinzmia to disappear in a few days. 
Sulphemoglobin cyanosis, however, may persist for a longer time. 

Whilst most cases of enterogenous cyanosis are temporary and are due to 
drugs or chemicals, there are rare cases of congenital or ‘idiopathic’ origin. 

Porphyrinuria due to drugs is reviewed by Dobriner and Rhoads (1940), 
and drugs mentioned which may give rise to the condition include sul- 
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phonal, trional, barbiturates, sulphonamides and organic arsenicals. Analysis 
of the urine by a biochemist is advised—‘rough’ tests are unreliable. Drug- 
induced porphyria of clinical gravity is rare; it has been suggested that those 
showing this phenomenon have a latent ‘inborn error of metabolism’ brought 
to light by the drug. 
SUMMARY 

Treatment with, or occupational exposure to, radioactive substances, and 
therapy with such preparations as folic acid antagonists (pterins) and 
nitrogen mustards, need regular and careful hematological control but, in 
the case of the majority of the other drugs mentioned, laboratory investiga- 
tions do not give any dependable information as to when any of these 
hzmatological ill-effects of drugs may occur. The estimation of hemoglobin, 
a total white cell count and careful examination of a stained blood film are 
desirable as initial screen tests before treatment, although in many cases this 
may be impracticable. Caution, or the avoidance of a potentially toxic pre- 
paration, is indicated, should, for example, the granulocyte count be low 
before therapy. 

If there is any clinical suspicion of hematological side-effect during the 
employment of such drugs, they should be stopped immediately and detailed 
hzmatological examination made as a matter of urgency. It is then that the 
laboratory can be of real value, rather than in performing endless ‘prophy- 
lactic’ blood counts which can give the clinician a false sense of security. 

Drugs which are capable of having an adverse effect on the blood are 
numerous and, as chemotherapy develops with the introduction of new 
organic compounds, including antibacterial, antihistaminic, anticonvulsant 
and sedative preparations, the list will grow. Fortunately, serious effects are 
comparatively rare, but this rarity should not be an excuse for forgetting that 
such hazards exist. They should be remembered at the time when the drug 
is prescribed and prompt haematological examination made should there be 
any clinical suspicion of their development. 
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POLYCYTH 2MIA vera is an uncommon condition, the incidence being difficult 
to determine, but probably of the order of five to ten cases per million 
population per annum. Its classification as a malignant disease or a non- 
malignant disorder of hemopoiesis remains a matter of controversy. But no 
matter what view is held with regard to etiology, the cold fact remains that 
the condition, since its first description by Vaquez in 1892, has remained a 
chronic disease of variable duration with an invariably fatal termination. 

Until the cause of the disease is known, treatment must necessarily be 
directed towards control, by effecting an adequate reduction in the number 
of circulating red cells, and by maintaining that reduction once it has been 
obtained. Various methods of treatment have been used, all varying slightly 
in rationale, but all designed to produce this reduction of erythrocytes. 
These methods may be divided into the following groups, which have been 
employed alone or in combination. 

(1) Dietetic measures, involving a low iron and animal protein intake. 


(2) Mechanical reduction of red-cell volume by venesections. 

(3) Chemotherapeutic measures with agents such as Fowler’s solution, 
phenylhydrazine or the nitrogen mustards. 

(4) Irradiation by external or internal methods. 


RADIOACTIVE PHOSPHORUS IN POLYCYTHAMIA VERA 
Since 1940, when Lawrence described the first two patients suffering from 
polycythemia vera to be treated by radioactive phosphorus, there has been 
an increasing number of encouraging American reports on the results of 
treatment employing this agent. As polycythemia vera is a rare condition, 
and since radioactive isotopes only became available for clinical use in 
Britain in 1948, it will at the best be many years before British workers are 
able to build up large series of patients treated by radioactive phosphorus to 
permit statistical evaluation of results. Eighteen cases of polycythemia vera 
have now been treated by this method at Hammersmith Hospital and, in 
general, the results support the American findings, and give grounds for 
cautious optimism that we now have a satisfactory method of controlling the 
condition. 

Phosphorus, after introduction into the body either by ingestion or by 
intravenous injection, is selectively concentrated in bone and, to a lesser 
degree, in rapidly growing tissue—particularly in the nucleoprotein. Con- 
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sequently, if radioactive phosphorus is administered, the bone marrow is 
subjected to selective irradiation, and a depression of hamopoiesis is pro- 
duced. It should be noted that not only are the erythroblasts irradiated, but 
white cell precursors also, and the depression consequently involves all the 
cellular elements of the blood, including platelets. 

P32 is one of the radioactive isotopes of phosphorus and it has a physical 
half-life of 14.3 days, decaying to sulphur. It is a 8-ray emitter with a half- 
value range in tissue of one millimetre, and is employed in the chemical 
form of inorganic phosphate. 

There are several differing techniques and dosages in the published series 
of polycythemia treated by P%*, but all are simple and involve remarkably 
little discomfort for the patient. The technique employed at Hammersmith 
Hospital has been modified in the light of experience, and our present 
treatment plan is as follows:— 

After making a definite diagnosis, both clinical and hematological, the patient is 
admitted to hospital (if still an out-patient). Then, after pre-therapy base-line blood 
observations, including a marrow smear, he is given by intravenous injection 5 to 
7 millicuries of P**, the dose depending upon the size of the patient and the severity 
of the disease as judged by the blood count. The urine is then collected until the 
daily excretion of radioactivity has fallen to a safe level (about four days post- 
therapy) and the patient is discharged from hospital. 

The main reason for hospitalization is the necessity to collect radioactive 
urine and prevent its disposal in public sewage systems. It should be noted 
that by employing the intravenous route of administration, faecal excretion 
of radioactivity may be neglected, and that unnecessary dosa$e discrepancies 
due to the possible uneven gut absorption of the oral route are avoided. 

Should the patient’s condition demand immediate relief by virtue of the 
severity of symptoms or an impending vascular accident, then a venesection 
is performed before the administration of P**. This is not done as a routine 
measure, for reasons which will be discussed later. 

Some symptomatic improvement occurs, often before any fall in hama- 
tocrit or red cell count, which does not usually occur until at least the 
fourth to sixth week, or even later. This delay would appear to be explained 
by the long life of the red cell, as suggested by Erf (1943). This would 
further confirm the belief that the site of action is the erythroblast or its 
precursor and not the erythrocyte, which has been shown to be relatively 
radio-resistant. Patients vary in their response and, in some cases before the 
induction of a satisfactory remission, one or more repeat doses are necessary. 
These are not given until three months after the initial dose. It must be 
emphasized that this individualization of the patients is an essential feature 
of the treatment method, necessitated by varying sensitivities. 

Following a satisfactory treatment, which may consist of one or more in- 
jections of P**, symptomatic relief is obtained; the spleen—if enlarged— 
regresses, hemorrhagic and thrombotic tendencies disappear, the blood 
count falls, and a remission of variable duration ensues. A typical example of 
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a good response to a single injection is shown in the following case :— 


The patient, a woman aged fifty-six, had been in good health until 1945, when she 
first became aware of increasing plethora and dyspnoea on exertion. Early in 1946, 
she developed a painful superficial ulceration of the tongue, and about the same time 
a rash appeared, most marked over the lower limbs and abdomen, and associated 
with severe pruritus. In October 1947, she was admitted to another hospital where 
her main complaints were of bleeding gums, soreness of the tongue (due to ulcers), 
and pruritus. At this time her blood picture was Hb. 140 per cent., R.B.C. 8,000,000 
per c.mm., W.B.C. 14,500 per. c.mm. 

She received three courses of X-irradiation (to sternum and long bones) between 
November 1947 and August 1949. This treatment apparently resulted in some 
temporary symptomatic benefit but was never associated with a full haematological 
remission. 

The patient was referred to Hammersmith Hospital for treatment by radio- 
active phosphorus in December 1950. Due to an unavoidable delay, she was unable 
to enter hospital until April 1951. On admission, she complained of headaches and 
blurred vision, a painful tongue and severe generalized pruritus. She was markedly 
plethoric and cyanosed, the spleen was enlarged 8 cm. below the left costal margin 
and the liver 4 cm. below the right costal margin. 

RBC «x 10° 
PCV. « 10 
WBC x 10 
< 
10 
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* (P.C.V.=Packed Cell Volume [Hematocrit}) 
Fic. 1.—Hamatological response in a fifty-six year old woman suffering from 
polycythzinia vera treated with a single injection of 6 millicuries of P**. 


On May 8, 6 millicuries of P** were given intravenously, after routine pre- 
therapy marrow examination and base-line blood counts. During the next two 
months, the patient’s clinical condition improved, the plethora and cyanosis sub- 
siding as the red cell level fell. The liver and spleen regressed and became im- 
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palpable. Marked subjective improvement occurred, in that the headaches and 
blurred vision disappeared, the pruritus almost completely subsided, and the tongue 
became painless. When she was last seen on November 22, the patient remained in 
good health with no complaints. 

The hzmatological response to P** is shown in figure 1; it will be seen 


that the red cell level showed no marked fall until two months after treat- 
ment. In contrast, the white blood cells and platelet count had reached their 
lowest recorded figures before any marked reduction in the red cell level had 
occurred. 

Side-effects—It has been suggested by Dameshek (1950) and others that 
the use of P*? in polycythemia vera may lead to an increased incidence of 
leukemia or ‘leukzemoid’ blood pictures. For many years, the development 
of leukemia has been recognized as a relatively common sequel to polycy- 
themia, whatever the method of treatment. Tinney, Hall and Giffin (1945) 
reported a series of 163 cases treated at the Mayo Clinic before 1941. 
Methods of treatment varied and included venesection, phenylhydrazine, 
and X-ray therapy, but not P**. Of this series, 28 developed leukamia or 
leukemoid reactions, and the apparent direct correlation between duration 
of polycythemia and this development was noted. Since many of these 
patients had been followed for only a relatively short period, the leukaemic 
incidence may ultimately be expected to be even higher. Graham, in 1940, 
reported a similar series with a leukemic incidence of 24 per cent. The only 
large published series of cases of polycythemia vera treated with P* is that 
of 121 cases reported by Lawrence in 1949. In this series, there were 24 
deaths, of which only five were from leukemia, i.e., 4 per cent. of the treated 
group. It would seem therefore, as Lawrence comments, that even though 
our information is incomplete, there is no evidence to suggest an increased 
incidence of leukemic manifestations following P3*. On the other hand, this 
complication has by no means disappeared as a result of its use. 

Induction of irradiation neoplasms by P** remains a theoretical possibility, 
but so far there is no published evidence to suggest that such sequela have 
occurred in patients treated with P*. 

Since polycythemia usually presents in patients beyond the age of re- 
production, and since gonadal dosage is in any case low, the possible genetic 
hazard is not of serious consequence. 


ALTERNATIVE METHODS TO RADIOACTIVE PHOSPHORUS 
X-ray therapy has been employed for many years as a method of treatment 
in polycythzmia vera, and techniques of irradiation may be divided into two 
groups:—{1) Localized irradiation of marrow, chiefly long bones, by mul- 
tiple fields ; (2) whole-body irradiation. There are few published figures, due 
no doubt to the rarity of the condition, but it would appear, and I subscribe 
to this view, that of the two methods, whole-body irradiation is preferable. 
Richardson and Robbins, in 1948, reported on 28 cases treated by this 
method from 1932 to 1946; of this series, 16 were alive. They reserved 
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judgment on the use of radioactive isotopes but concluded that their 
technique was superior to treatment by venesection or phenylhydrazine. 
Nevertheless, whole-body irradiation is potentially an extremely dangerous 
method of treatment. It requires meticulous control and often a prolonged 
course of treatment, which may be associated with slight radiation sickness. 

Dietetic methods of controlling polycythemia vera have for many years 
been an adjunct to other means of controlling the condition. Dameshek and 
Henstall (1940) and Dameshek (1950), by employing an iron-poor diet, 
lengthened the periods between venesections. Erf (1946) recommends the 
omission of animal protein from the diet following treatment with P*. 
Although dietetic measures have been shown to be of value as an adjunct to 
other methods of treatment, they have never alone been shown to be capable 
of attaining and maintaining control of polycythemia vera. 

Venesection is perhaps the most simple method of treatment and is 
strongly advocated by Dameshek (1950). But large venesections must be 
repeated at frequent intervals, and many patients eventually cease to derive 
even symptomatic benefit. When this stage is reached, all that venesections 
appear to achieve is a reduction in hemoglobin without any reduction in 
red cell mass. This response is probably to be explained by the fact that 
blood loss is known to be one of the best physiological stimuli to increased 
hamopoiesis. Consequently, if venesection is employed as a method of 
treatment, a low-iron diet would seem a logical adjunct. Venesection is the 
method providing the most rapid short-term symptomatic relief, and may 
indeed be demanded by the severity of the presenting symptoms before 
other methods become effective. 


CHEMOTHERAPY 
Of the various chemotherapeutic measures advocated from time to time, 
only phenylhydrazine, or its derivatives, has been employed and reported on 
a scale large enough for valid comment. Fowler’s solution and benzol have 
been employed in the past but, like phenylhydrazine, their use in this con- 
dition has largely been abandoned. 

The use of nitrogen mustards has been reported in occasional cases, but 
with variable results. 

Phenylhydrazine hydrochloride and the less toxic acetylphenylhydrazine are 
hemolytic drugs capable of therapeutic action without demonstrable renal 
or hepatic damage. They are, nevertheless, cumulative in action and, apart 
from the risks of unduly rapid hemolysis or aplastic anemia, undoubtedly 
strain the hemopoietic and excretory mechanisms. Even their advocates, 
such as Giffin and Allen (1933), consider them unsuitable for bedridden or 
elderly patients with arteriosclerosis, and those with renal disease or a 
previous history of thrombosis or hemorrhage. Consequently, since hemor- 
rhage alone is probably the most common polycythemic accident, many 
patients are debarred from this form of treatment. Giffin and Allen (1933) 
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have shown that control over long periods can be maintained in suitable 
cases with skilled and careful observation. With the development of safer 
efficient alternative methods of treatment, however, these drugs have been 
largely abandoned. 


SUMMARY 

A treatment technique of polycythemia vera employing radioactive phos- 
phorus has been described, and the general objections to this form of 
treatment have been discussed briefly, as have the rationale and relative 
merits of the alternative methods. Whilst radioactive phosphorus does not 
correct the initial disorder—the nature of which is still unknown—there are 
grounds for the belief that a method of control, simpler, pleasanter, at least 
as safe and probably more effective than any hitherto employed is now 
available. 

I would like to thank Dr. Constance Wood, Director of the Medical Research 
Council Radiotherapeutic Research Unit, for permission to publish the illustrative 
case, and the Hematology Department of the Postgraduate Medical School for their 
valuable cooperation 
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‘THE anzmias resulting from abnormally rapid blood destruction comprise a 
number of conditions differing in cause and severity, but consideration of 
these disorders must be preceded by a brief reference to what is known about 
the normal destruction of the human red cell. 


RED CELL DESTRUCTION IN HEALTH 

Ashby (1919) was the first to transfuse cells of a different blood group 
(e.g. group QO) into recipients (e.g. group A volunteers) and determine by 
differential agglutination the length of time required for the transfused red 
cells to disappear from the recipients’ sera. In the instance given, the re- 
cipients’ group A cells were agglutinated with an anti-A serum and the 
number of surviving donor cells counted. These and other studies suggest 
that the life of the red cell is about 120 days. The method by which effete 
erythrocytes are destroyed and removed from the circulation is uncertain, 
but the following possibilities, which are not necessarily mutually exclusive, 
have been suggested: 

(1) That constant buffeting of the erythrocytes eventually ruptures the 
envelopes of the cells. 

(2) That in the course of normal metabolism, a pigment, choleglobin, is 
formed in the ageing red cell and this makes the cell more fragile. 

(3) That as a result of stasis in the spleen and elsewhere, cells become 
more spherical and hence more fragile and more easily destroyed. 

It is still uncertain whether or not red cell destruction is finally accom- 
plished by hzmolysis, by fragmentation, or by phagocytosis of the erythro- 
cytes by cells of the reticulo-endothelial system. 

It is known that bile salts, fatty acids and soaps can cause hemolysis im 
vivo, and that in addition to these the plasma contains both accelerators and 
inhibitors of such a hemolytic process. Although lysins such as lecithin can 
be extracted from plasma, the state of equilibrium between normal red cells 
and plasma is such that cell destruction does not occur in the blood stream. 

By a variety of manipulations it is possible to isolate lysins from the 
tissues, and one such substance, or group of substances, is known as lyso- 
lecithin. This is found in high concentration in the blood of the splenic 
pulp. It seems probable, however, that lytic substances which have been 
isolated from tissues are normally present in some combination that pre- 
vents their having hemolytic properties in vivo. In short, it is not known 
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whether or not such lysins play any part in normal red cell destruction; in 
other words, the normal mechanism of red cell destruction is uncertain. 


HZ MOGLOBIN METABOLISM 
Whatever mechanism may primarily lead to the destruction of the effete 
red cell, remnants of the erythrocytes are taken up by cells of the reticulo- 
endothelial system. Haemoglobin is a complex made up of the union of a 
colourless protein, globin, together with iron and a porphyrin. (A porphyrin 
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Fic. 1.—The destruction of haemoglobin. 


is a carbon compound containing four pyrrole rings.) It is believed that 
when hemoglobin breaks down, the process is probably as shown in figure 1. 


METABOLIC ABNORMALITIES IN THE HH MOLYTIC ANAMIAS 
From such a sketch of the normal metabolism it is possible to predict what 
metabolic abnormalities are likely to occur where hemolysis is excessive. 
There will be an increased serum bilirubin value (more than 1 mg. per 100 
ml.), a positive indirect van den Bergh reaction, a raised urinary uro- 
bilinogen output (more than 3 mg. per twenty-four hours), a raised faecal 
urobilinogen output (more than 250 mg. per twenty-four hours), and a 
reticulocytosis due to increased activity of the bone marrow. The marrow 
will be hyperplastic and normoblastic, and if the compensatory response 1s 
very good, anemia may be slight or absent. The most constant of these 
changes is the increased urinary and fecal urobilinogen. 

Haemoglobin does not appear in the blood stream unless hamolysis is 
very sudden and severe, because, as already indicated, the conversion of 
hemoglobin to bilirubin normally occurs extravascularly in the reticulo- 
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endothelial cells. When hemoglobinemia does occur, however, as in black- 
water fever, methemalbumin may also be found. This is derived from the 
union of hematin with plasma albumin. 


CLASSIFICATION OF THE HH MOLYTIC ANAMIAS 
The causes of hamolytic anemia are many, and it is usual to classify these 
disorders according to whether the abnormality is primarily in the cells 
themselves or in the tissues or plasma. This classification has been followed 


TABLE 1 
CLASSIFICATION OF THE H.@MOLyTIC ANA@MIAS 





Intracorpuscular causes Congenital hemolytic anaemia (often familial) 
Sickle-cell anzmia and Cooley’s anaemia 
Paroxysmal nocturnal hemoglobinuria 


Extracorpuscular causes Infections (e.g. malaria, bartonella, septicaemia) 
Chemicals (e.g. quinine, methy! chloride, trinitrotoluene, 
lead) 
Allergy (e.g. favism), and with certain drugs (e.g. sul- 
phonamides) 
Snake venom 
Severe burns 
Immune body reactions:—transfusion ot incompatible 
blood 
hemolytic disease of the new- 
born 
hemolytic anamia after virus 
pneumonia 
idiopathic acquired haemolytic 
anzmia 
paroxysmal cold hamoglo- 
binuria 
Symptomatic haemolytic anemia (e.g. in leukaemia, 
Hodgkin's disease, liver disease) 
Hypersplenism Overactivity of normal control of blood formation and 
destruction 











in table 1, and, in addition, the possibility of primary excessive activity of 
the spleen has been indicated by the third subdivision ‘hypersplenism’. 


HEMOLYTIC ANZ MIAS DUE TO INTRACORPUSCULAR CAUSES 
Congenital hemolytic anemia.—This term is perhaps preferable to ‘familial 
haemolytic anemia’ since, although the condition is usually familial, this is 
not invariably the case. Characteristically the red cell in this condition is 
small and spherical and unusually thick in relation to its diameter. Such a 
cell is congenitally faulty in shape, and when the usual osmotic fragility test 
with varying concentrations of saline is carried out, the cell is unusually 
fragile. There is no correlation between the degree of anamia and fragility 
of the corpuscles, and it may be necessary to incubate the cells for twenty- 
four hours in order to demonstrate such increased fragility (Young, 1947). 

When such cells are transfused into a normal recipient, their life is found 
to be abnormally short (less than fourteen days [Dacie and Mollison, 1943]), 
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whereas normal cells transfused into the patient with congenital hemolytic 
anemia survive normally. This strongly suggests that the primary fault 
must lie in the cells themselves. 

It should, however, be said that certain problems remain to be explained, 
and one of these concerns the occurrence of hemolytic crises. Such a crisis 
may have the features of an acute illness, and in at least nine instances 
several members of a family with congenital hemolytic anemia have de- 
veloped crises at the same time. This would suggest that sometimes the 
crisis is due to an extraneous agent, and Marson et al. (1950) make the point 
that the common occurrence of gastro-intestinal symptoms, such as nausea, 
vomiting, diarrhea and abdominal pain, during a crisis may indicate an in- 
testinal infection. It is generally considered, however, that these features are 
symptomatic of the crisis itself. It should be noted that removal of the 
spleen does not alter the state of the red cell, which remains spherocytic, and 
yet crises are rare after splenectomy. 

For many years it was considered that the cause of a haemolytic crisis was 
a sudden acceleration of red cell destruction, but Owren (1948) claimed that 
it was due in the first instance to marrow aplasia, with arrest of delivery of 
cells into the blood stream. He pointed out that at the onset of the crisis 
there is a diminution in the number of reticulocytes and leucocytes in the 
peripheral blood, a fall in serum bilirubin, and a disappearance of red cell 
precursors from the marrow together with a maturation arrest of cells of 
the myeloid series. Dameshek and Bloom (1948) confirmed these findings in 
the peripheral blood of seven patients, but said that there was a maturation 
arrest of red cell precursors in the marrow, rather than an aplasia. The oc- 
currence of an increased number of spherocytes in the peripheral blood at 
the onset of a crisis was considered by Dameshek and Bloom to indicate 
unusually active hemolysis. These authors believe that the spleen normally 
exerts some control over the delivery of erythrocytes, leucocytes and plate- 
lets from the bone marrow, and believe that in the hemolytic crisis there is 
a sudden increase in the activity of the spleen (hypersplenism). This, they 
postulate, has two effects—there is an exaggerated inhibition of delivery of 
cells from the marrow and, at the same time, an increased rate of destruction 
of red cells in the spleen. 

Recently, Li, Voth and Osgood (1950), investigating a family in which 
five members had crises within five weeks of each other, concluded that 
there was evidence of both maturation arrest of red cells and hypersplenism 
during the crises (fig. 2). 

Removal of the spleen in congenital hemolytic anemia can almost be 
guaranteed both to give lasting clinical benefit and to prevent the occurrence 
of crises. Nevertheless, although reticulocytes decrease and the red cell 
count rises, spherocytes often persist in the peripheral blood, and the 
osmotic fragility of the red cells is usually unaltered. It may be said therefore 
that it is uncertain to what extent ‘hypersplenism’ plays a part in congenital 
hzmolytic anemia, and why crises occur; nor can a definite statement yet 
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be made about what occurs in the marrow or peripheral blood at the onset 
of the crisis. 

Sickle-cell and Cooley's anemia are racial forms of hemolytic anzemia 
which do not normally occur in Great Britain. These need not be discussed 
further here, owing to limitations of space. It may be said that it is usually 
considered that splenectomy is not indicated in these conditions. 

Paroxysmal nocturnal hemoglobinuria is an interesting but extremely rare 
condition in which there appears to be a primary abnormality of the cells. 

Dacie (1949) suggests that hemolysins of low activity are present in all normal 
sera, and that in this condition the abnormal erythrocytes have a greater affinity for 
hzmolysins than do normal cells. It has generally been considered that the nocturnal 


Precursor 


O a 
Inhibition 
MARROW O8 <.. of 
, ) ~*~». Maturation 


Hyperplastic \ 
normobliastic White Red platelets 1 
reaction cells cells : 


0.8. | 

sO M 

PERIPHERAL Hemolysis Fall in y 
BLOOD A number of SPLEEN 


reticulocytes 





f) Increased 
” red cell 
destruction 
in spleen 
? Hamolysins 


Old view Owren's view Dameshek and Bloom's view 


Fic. 2.—Some views on the mechanism of onset of the hemolytic crisis in congenital. 
hzmolytic anzmia. 


attacks of hemoglobinuria are due to a change of the blood to a more acid pH 
during sleep, since im vitro hemolysis can be more easily demonstrated by adding 
the patient’s corpuscles to acidified serum. Recently, however, MclIlvanie and 
Beard (1951) have reported that the blood tends to be more alkaline during sleep. 
The same authors point out that hemoglobinuria may not be obvious, and that 
chronic anemia and fatigue may be the presenting features. No satisfactory treatment 
has yet been described. 


HEMOLYTIC ANZ MIAS DUE TO EXTRACORPUSCULAR CAUSES 

Infections.—In malaria, the plasmodia destroy red corpuscles by developing 
within them. Blackwater fever is an acute form of hemolytic anemia with 
the occurrence of methemalbumin in the blood and hemoglobin in the 
urine. This disorder is occasionally seen in this country in patients who 
have returned from abroad with malignant tertian malarial infection. It is 
seen especially after the taking of quinine, but the nature of the ‘trigger 
mechanism’ is uncertain. 
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A hemolytic form of anemia may occur in severe bacterial septicemic infections 
(e.g. C. welchit infection), but this form of hemolytic anemia is, in fact, rarely 
encountered. 

Chemicals.—It is not the purpose of this article to give a complete list of 
all the causes of hemolytic anemia, and practitioners should consult a 
textbook of hzmatology for detailed lists of drugs or chemicals which may 
lead to excessive hemolysis. It may be said, however, that the mechanism of 
production of anemia differs with various drugs. 

For instance, phenyl- 
hydrazine will produce ' 
hemolysis in any patient s. 
if given in sufficient = 
quantity, whereas hemo- 
lytic anemia is produced 
only rarely by a number of 
drugs, such as the sul- 
phonamides. This sug- 
gests that with the latter 
drugs the patient has for 
some reason developed a 
state of hypersensitivity. 
With sulphonamides, for 
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Fic. 3.—Sequence of events in incompatible blood 


Phenylhydrazine, ani- . 
transfusion. 


line dyes, acetanilide, 
phenacetin, lead, and ' 
many other chemicals are believed by some authorities to produce lysis by ac- 
celerating the rate of formation of methemoglobin and choleglobin from hxmo- 
globin, and, as has already been shown, red cells containing choleglobin are unduly 
fragile. In addition, it has been suggested on good evidence that lead intoxication 
leads to the production of defective red cells in the marrow, and that these are 
rapidly removed from the circulation by the reticulo-endothelial cells. 

Allergy.—The development of hemolytic anemia due to idiosyncracy to 
certain drugs has already been mentioned. Allergic forms of hzmolytic 
anzmia due to sensitivity to certain plants are believed not to occur in this 
country, but favismus is found especially in Sardinia, and ‘spring anzemia’ 
occurs in Baghdad as a result of sensitivity to the pollen of certain flowers. 

Snake bites may give severe hemolytic anemia because certain snake 
venoms contain an enzyme that converts lecithin in the plasma to lyso- 
lecithin, a powerful hemolytic agent. 


IMMUNE BODY REACTIONS 
Incompatible blood transfusion—When a patient is transfused with in- 
compatible blood, symptoms may sometimes be slight (e.g., a mild rigor 
and minimal fever), or so severe as to lead to death from renal failure. In 
some cases hemoglobinzmia, jaundice, hemoglobinuria, oliguria, and even 
anuria may result. The renal failure may be delayed in onset and protracted, 
but diuresis has been known to occur, with recovery, even after anuria has 








SOME PROBLEMS OF HAEMOLYTIC ANAEMIAS 255 


lasted for a fortnight. It is now believed that alkalis should not be used in the 
treatment of transfusion reactions. It is perhaps wise to give a plasma trans- 
fusion to combat shock in the first period after an incompatible transfusion, 
but during the phase of renal insufficiency which comes on usually after 
some twenty-four hours, fluid intake should not exceed the total daily body 
loss (600 to 1000 ml. plus urinary volume), and Bull, Joekes and Lowe 
(1949) recommend an intragastric drip of glucose and peanut oil to provide 
calories and fluid without protein. Electrolytes are not given until diuresis 
occurs, except that vomitus is filtered and returned to the stomach. 

So far as the mechanism of transfusion reactions is concerned, Castle, 
Hale Ham and Shen (1950) have been interested in the fact that it is not 
possible to demonstrate hemolysins against donors’ red cells in the re- 
cipient’s serum, whereas agglutinins can be demonstrated. Experiments on 
dogs suggested to them that the sequence of events in incompatible trans- 
fusion is as shown in fig. 3. 


Sometimes agglutination and hemolysis occur during blood transfusion, 
even though the blood that has been given appears to be of the correct 
group. The following factors may be responsible :— 


(1) Subgroups of A.—The agglutinogen A (in the red cell) includes two main 
properties, designated as subgroups A, and Ag. Similarly, testing sera may contain 
anti-A («) agglutinin, which reacts with A, and A,, or anti-A, («,) which reacts only 
with A,. If the testing serum contains only «, agglutinin and a low titre of a, then 
A, may not be detected and A, group blood may be mistakenly labelled O, or A,B 
labelled B. This is depicted graphically in figure 4. 

(2) Other blood groups. 

Cell of b being Testing serum —There are also the ag- 

tested glutinogens M and N, 

reacts with but natural anti-M or 

anti-N agglutinins in 

the serum are rare. 

However, as a result of 

pregnancy or if trans- 

fusions are given over a 

ie - ee long period, these ag- 

— glutinins may develop 

reacts with does not detect A, and give hemolytic re- 

actions. The same is 

true of other blood 

groups which will be 
mentioned later in connexion with the indirect Coombs’ test. 

(3) Rh factors.—A factor, first given the name of Rh, was described by Land- 
steiner and Wiener (1941). These workers injected the erythrocytes of rhesus 
monkeys into various animals and found that the anti-rhesus serum would agglu- 
tinate the red cells of about 85 per cent. of white persons. It was found, however, 
that in the human there are several Rh substances, all antigenic, but that only one, 
named D, is of great practical importance. If cells carrying the D antigen enter 
a person whose own cells lack it, then antibodies may be produced and these are 
able to destroy D +ve cells. Jt is the anti-D antibody that occurs most often and is 
responsible for almost all the dangers due to the Rh blood groups in man. 

In most instances, Rh +ve is equivalent to D +ve, and for simplicity the terms 
Rh + and -ve will be used. The commoner hzmolytic possibilities which, fortunately, 
develop in only a small proportion of cases in which they might be expected, are 
shown in figure 5. 
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The dangers which must be considered in pregnancy or when a blood transfusion 
is to be given are :— 

(i) The possible presence of immune antibodies from a previous pregnancy or 
transfusion, which may give rise to hemolytic disease of the newborn or to a 
transfusion reaction. 

(ii) The possibility of sensitizing a female of child-bearing age or below it 
Sensitization once established is permanent, and in the case of a female may 
jeopardize her chances of having healthy children. It is doubtful if any antenatal 
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Fic. 5.—Commoner hemolytic possibilities due to Rh factors. 


treatment of a sensitized mother is of value, and exsanguination transfusion is the 
treatment of choice for the infant with hemolytic disease of the newborn. 

Fortunately, the occurrence of anti-Rh in the serum of Rh-negative subjects 
who have never been transfused with Rh-positive blood or been pregnant with an 
Rh-positive fetus has been reported on four or five occasions only. 

Tests for sensitization due to the development of anti-Rh agglutinins.—Tests of 
this nature are highly specialized, but are described here as an aid to an under- 
standing of the Coombs’ test, since the latter is of such great importance in the 
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.“—Test for anti-Rh agglutinins in saline. 


detection of antibodies, not only in pregnancy and in new-born infants suspected 
of having hemolytic disease, but also after blood transfusion and in the acquired 
form of hemolytic anemia. Simple tests for agglutinins in the serum may be negative 


and yet hemolytic reactions may occur. 
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(a) There may be anti-Rh agglutinins which clump Rh +ve cells in saline, and 
are therefore easily detected. Such agglutinins are said to be ‘bivalent’ (fig. 6%). 

(6) An antibody may develop which reacts only if the Rh +ve cells are suspended 
in compatible plasma, or in human or bovine albumin; the antibody here (some- 
times called an incomplete or blocking antibody) is believed to be univalent, i.e., 
to unite with the antigen of only one cell. When this union has occurred, according 
to one view, the red cells cannot agglutinate unless a serum factor (‘conglutinin’) 
is added (fig. 7*). 
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Fic. 7.*—Test for incomplete antibodies. 


(c) The Coombs’ test, or developing test, was described by Coombs, Mourant 
and Race (1945, 1947). In the test an anti-human-globulin serum rabbit serum is 
used. Such a serum will agglutinate red cells which have been sensitized and have 
as a result, antibody globulin adsorbed at some points on their surface (fig. 8). 
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Fic. 8.—The direct Coombs’ test. 





*These diagrams are based on the conception of Wiener (1946), 
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The direct Coombs’ test is shown diagrammatically in figure 8. This is a test for 
sensitized red cells but it is not specific for Rh sensitization. 

The indirect Coombs’ test is performed against normal cells that have been 
incubated with the patient’s serum, and is a test for incomplete antibodies in the 
patient’s serum (fig. 9). 

To add further to the possible complexities, the fact should be mentioned that, 
in addition to antigens of the AB, MN and Rh systems, there are other antigens 
which may lead to transfusion reactions or to hemolytic disease of the newborn 
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Fic. 9.—The indirect Coombs’ test. 


from the production of antibodies. The various blood-group systems that have 
been described include Kell, Lutheran, Lewis and Duffy types, and these can be 
identified with the aid of the indirect Coombs’ test. 

(d) The sensitivity of such tests may be increased by treating the red cells with 
enzymes such as trypsin. 

From the practical point of view, the minimum precautions that should 
be taken are:— 

(1) In pregnancy, or when transfusion is required, if the patient is Rh +ve 
(for practical purposes D +-ve), and if there is no history to suggest sensitiza- 
tion, there is no need to investigate further. 

(2) If a pregnant patient is D —ve, or if she is D +-ve and there is a pre- 
vious history to suggest sensitization (transfusion reactions, erythroblastosis 
feetalis), the above tests for agglutinating or incomplete antibodies should be 
repeated in later months. 

(3) All blood donors should be rhesus grouped, using serum containing 
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not only anti-D, but also anti-C and anti-E. Although the recipient, or 
pregnant patient, is called rhesus-negative if the D antigen is absent, the 
donor is called Rh-negative only if the antigens C, D, and E are absent. 

(4) D-negative recipients should receive only D-negative blood. Any 
patient who has had a previous transfusion followed by a reaction should 
have compatibility tests carried out with donors’ cells suspended in albumin 
and saline. If these are negative the indirect Coombs’ technique should 
then be employed. 


IDIOPATHIC ACQUIRED HH#MOLYTIC ANAMIA 
This comprises a group of non-familial hemolytic anemias of unknown 
cause, sometimes associated with circulating auto-antibodies. It is only 
recently that systematic investigations for agglutinins and hemolysins have 
been carried out as described in detail by Dacie and de Gruchy (1951), and 
hence it is not known whether or not such a condition can occur in the 
absence of such antibodies. 

The clinical facts are that the patient has chronic hemolytic anzemia 
without a family history. Jaundice and splenomegaly are usual, and hemo- 
lytic crises are common. It is possible that ‘Lederer’s anaemia’ is a variant 
of this group. Rarely, hemolytic anemia, presumably due to the presence 
of antibodies, occurs in atypical pneumonia or in association with Raynaud’s 
phenomenon. Increased osmotic fragility may occur, but less frequently 
than in the congenital form. Spherocytosis often occurs because circulating 
auto-antibodies may cause red cells to assume a spherical shape. Sometimes 
the anzmia is macrocytic. 

Splenectomy may produce a hematological remission in about 50 per 
cent. of cases, which is much less than can be expected in the congenital 
form of the disorder. Moreover, crises may occur after splenectomy. 
Recently, treatment with ACTH or cortisone has been tried, with success 
in some instances. 

The auto-antibodies which may be present in this group of hzmolytic 
anzmias are of various types and, as Dacie and de Gruchy (1951) have 
shown, the complete investigation is a complicated matter involving tests 
for agglutinins and hemolysins at various temperatures, and direct and 
indirect Coombs’ tests for incomplete antibodies. 


It was first believed that the Coombs’ test was negative in congenital hemolytic 
anzmia and positive in the idiopathic acquired type, but some exceptions to this 
generalization were found. Wright et al. (1951) have found the test to be negative 
in some cases of acquired hemolytic anemia, and positive, not only in a few patients 
with congenital hemolytic anemia, but also in others with idiopathic thrombo- 
cytopenic purpura and multiple myeloma. Whether or not the test is as fallible as 
this recent work suggests requires further investigation, but meantime the Coombs’ 
test must be regarded as a valuable aid to the differential diagnosis of congenital 
and acquired hemolytic anemia. 

There have been very few studies of circulating hemolysins and ag- 
glutinins before and after splenectomy but, so far as is known, the degree of 


change in this measurement is very variable. As Dameshek (1951) suggests, 
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removal of the spleen probably gives benefit because of removal of (1) 
a large mass of antibody-producing tissue; (2) the chief, and perhaps the 
only, spherocyte-destroying agent; (3) an active erythrophagocytic organ; 
and (4) the chief regulator and inhibitor of the marrow. 

Symptomatic hemolytic anemia.—Hemolytic anemia of a chronic type 
or with crises may occur in patients with various conditions, including 
Hodgkin’s disease, leukemia, hepatic cirrhosis and lupus erythematosus 
disseminatus. Rarely, the primary disease is overshadowed by, and over- 
looked because of, the hemolytic anemia. The Coombs’ test is sometimes 
positive, and it has been suggested by Estren and Dameshek (1949) that 
‘hypersplenism’ may sometimes be responsible. 


HY PERSPLENISM 
This term is used by certain workers to describe a condition of hyper- 
activity of the spleen, with resultant hematological changes. There are 
various views about the mechanisms involved, and it is difficult to define 
just what should be included under the name ‘hypersplenism’ if such a 
conception is considered acceptable. 

The spleen may be ‘hyperactive’ when it is enlarged as a result of some 
disease such as malaria, kala-azar or lymphosarcoma, and anzemia, leucopenia 
or thrombocytopenia may result. Learmonth (1951) considers that hyper- 
splenism is of importance in the production of anwmia, leucopenia and 
thrombocytopenia in the syndrome of congestive splenomegaly which 
occurs in hepatic cirrhosis (one form of Banti’s syndrome or splenic anamia). 
Apart from such forms of secondary hypersplenism, certain workers believe 
that primary hypersplenism may be the cause of idiopathic thrombocyto- 
penic purpura, certain cases of hemolytic anzmia, and of a form of granulo- 
cytopenia named ‘primary splenic neutropenia’. A syndrome of severe 
anzmia with leucopenia and thrombocytopenia, together with a hyperplastic 
marrow and enlarged spleen, has been given the name ‘primary splenic 
panhzmatopenia’ by Doan and Wright (1946). In such conditions splenec- 
tomy would appear to be a rational form of therapy. 

We have already seen that Dameshek and Bloom (1948) suggest that the 
spleen is an endocrine organ which controls the delivery of the various blood 
cells from the marrow, and that more recently Dameshek (1951) has re- 
ferred to other important functions of this organ in relation to blood forma- 
tion and destruction. Such functions might well be exaggerated in hyper- 
splenism. 


Doan and his co-workers (1950), who have always stressed the importance of 
excessive destruction of blood cells in hypersplenism, suggest that in the hemolytic 
syndromes two splenic mechanisms are at work—excessive collection and destruc- 
tion of red cells, and the production of immune bodies by the reticulo-endothelial 
cells of this organ. In congenital hemolytic anemia they believe that the Coombs’ 
test may become positive, because when the abnormal cells become packed into the 
spleen the reticulo-endothelial cells may proliferate and produce antibodies that 
can be detected. 
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ACTH AND CORTISONE IN THE TREATMENT OF 
HEMOLYTIC ANAMIA 

It is known that lymphocytic tissue is diminished in amount following the 
injection of the adrenocorticotrophic hormone, and Dougherty, Chase and 
White (1945) showed a relationship between the amount of lymphocytic 
tissue and the degree of antibody production in animals. For this reason 
ACTH was used by Dameshek et al. (1951) in the treatment of acquired and 
symptomatic hemolytic anemia. There was striking hamatological and 
clinical improvement in some of the patients. It is uncertain whether or not 
the mechanism involved is that which led to the use of the hormone, and 
the place of ACTH and cortisone in the treatment of hemolytic anzmia is 
still uncertain. No beneficial effects have been reported in the congenital 
form of the disorder, and it is now known that failure may occur in the treat- 
ment of idiopathic acquired haemolytic anemia. The tests for antibodies 
may become negative, but the duration of the remission is uncertain, 
although the improvement following a few days’ treatment has been known 
to last for several months. These hormones certainly would appear to have 
a place in the treatment of hemolytic crises in the acquired and possibly the 
symptomatic forms of the disorder, and may be of value in the preparation 
for splenectomy of patients with the acquired form. Time alone will tell 
whether or not such treatment can ever render splenectomy unnecessary. 
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THE operation of prostatectomy is sometimes followed by scarring of the 
bladder outlet and then difficult urination once more develops. The precise 
nature of such recurring obstruction requires special investigation. The 
pathology and diagnosis of the condition are discussed in this article, and the 
necessary treatment is described. 


HISTORICAL REVIEW 
On January 27, 1921, Sir John Thomson-Walker (at that time he had not 
been knighted), read the first paper to the newly formed Section of Urology 
of the Royal Society of Medicine. Seven months previously Sir Peter 
Freyer had opened the Section and given a Presidential Address on ‘Modern 
Progress in Urinary Surgery’. The title of Thomson-Walker’s paper was 
‘The Prevention of Urinary Obstruction after Prostatectomy’. He described 
16 cases in which obstruction had occurred, and which had been referred to 
him after prostatectomy had been carried out by other surgeons. In those 


days prostatectomy in Britain was invariably performed by the method of 
Freyer in its simplest form. 


Thomson-Walker pointed out that there were two danger points for the develop- 
ment of stricture after prostatectomy: one where the membranous urethra joins the 
prostatic cavity, and the other where the cavity communicates with the bladder. It 
is rather unusual to find any contraction in the former situation partly because, as 
he said, it is the custom to pass a catheter in order to wash out the bladder during 
convalescence. But he also pointed out that if in the removal of the enlarged prostate 
a considerable tube of urethral epithelium was accidentally avulsed, then the risk of 
stricture in this part was increased. He attached great importance to the preserva- 
tion of a ribbon of mucous membrane extending from the verumontanum down to 
the membranous urethra, the region in which the urethra is usually torn across 
during enucleation of the prostate. 

The most serious cause of obstruction in the cases he reported was that which 
occurred in the upper part of the prostatic bed at the vesico- prostatic aperture, due 
to the development of scar tissue in this region. Sometimes a membranous scar was 
found to have grown over this, forming a diaphragm which separated the urethra 
from the bladder. In some other cases nodules of prostatic tissue remained which 
should have been removed during the process of enucleation, and in several the 
condition took the form of a ring of scar tissue surrounding and, in one instance, 
completely obliterating, the bladder outlet. He had treated these 16 cases, and 
treated them successfully, by an open operation in most instances. As a first step 
he had usually excised the persistent fistula which so often accompanies the con- 
dition, several of these patients being quite unable to pass any urine per urethram. 
Then he had introduced his retractor into the bladder and examined the bladder 
neck. In this region he had excised any fibrous tissue obstruction which was present, 
thus once again establishing communication with the bladder. He alluded to the 
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difficulty met with in certain cases in which the scarred region had become drawn 
under the pubic arch into a position which was extremely difficult to inspect. At the 
end of the operation he sutured the bladder round a drainage tube of considerable 
size and allowed the wound to heal gradually. 


Thomson-Walker went on to give details of the open operation of supra- 
pubic prostatectomy with which his name was later particularly associated, 
and he stressed this as being an operation designed for the prevention of 
post-prostatectomy obstruction. 


He referred to the importance of the removal with scissors of any tags or flaps of 
tissue or nodules of prostate which might be observed, and particularly emphasized 
the importance of excising tissue from the posterior region of the aperture, this pro- 
cedure taking the form of the removal of a ‘wedge of mucous membrane, trigonal 
muscle, and perhaps including some gland tissue’. He stated that ‘this manceuvre 
effectually obviates any possibility of narrowing at the prostato-vesical opening’. 

In the discussion which followed, MacAlpine alluded to an instrument which he 
had designed for the purpose of cutting the urethra through cleanly at the apex of 
the prostate. He also stated that when he had treated cases in which the obstruction 
was due to dense scar tissue he had excised it, as Thomson-Walker recommended, 
but he considered that when a membrane had developed which formed a canopy to 
the cavity this ‘might be cut away or incised by means of an operating posterior 
urethroscope and the high frequency current’. Although he did not say that he had 
treated any cases in that manner, this is the first mention of endoscopic treatment for 
this condition which we can find. 


As a result of this paper, urological surgeons who had met with this 
condition became increasingly interested in measures to prevent its oc- 
currence. 


Swift Joly adopted Thomson-Walker’s operation of open transvesical prostatec- 
tomy, and continued to use it all his life. Sydney MacDonald, when he had 
enucleated the prostate, always put a pair of pressure forceps on to the apex of the 
trigone where it had been torn across and then, with scissors, made a cut on either 
side of the forceps, thus removing a wedge. W. K. Irwin used a crushing clamp for 
the same purpose. 

Thomson-Walker pointed out in his paper that, although post-prostatectomy 
obstruction was most likely to occur when a gland of the fibrous type had been 
enucleated, yet in some of his cases the prostate had been big and largely sub- 
vesical. He emphasized that the condition might follow the removal of any type of 
prostate. He had, however, deliberately excluded carcinoma of the prostate from 
the discussion. 


The next serious attempt to avoid this occasional sequel to prostatectomy 
was made by Harry Harris. The operation which bears his name was a form 
of prostatectomy designed not only to ensure clean removal of the adenoma 
and to effect hemostasis, but it included an attempt to promote rapid 
epithelialization of the prostatic bed. 


He used a boomerang needle to introduce a suture into the median sagittal plane ; 
this passed from behind the inter-ureteric bar and thence down to the lowest part 
of the prostatic bed. It is still known as the ‘retrigonization suture’ because, when 
tied, the trigonal end of the bladder is drawn down into the prostatic cavity. As a 
means of aiding hemostasis this suture has a certain use, but as a plastic procedure 
it is without value, for it fails to conform to the cardinal principle that if an epithelial 
graft is to adhere to an underlying concave surface a period of pressure is necessary 
to maintain contact. The retrigonization suture does not effect this, for it merely 
pleats the part where it is tied and soon cuts out. For this reason post-prostatectomy 
obstruction has resulted in a proportion of cases in which the Harris operation has 
been employed, just as it has occurred in other forms of prostatectomy. 
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CAUSAL FACTORS AND DIAGNOSIS 
It may, perhaps, not be appreciated that post-prostatectomy obstruction, in 
spite of advances in the technique of the operation, is still not infrequently 
seen. 


Since 1930, 82 cases of obstruction developing in the prostatic cavity have been 
treated at St. Peter’s Hospital, and of these 44 had had the operation performed by 
urologists, whilst in 38 instances it had been performed by general surgeons. 
Thirty-eight cases were treated in the five years preceding the 1939-45 war and 35 
in the five years following it. In addition, there were cases in which contracture 
occurred at the external urinary meatus, in the fossa navicularis or in the penile 
urethra. Most cases in this group were dealt with in the out-patient department 
and, doubtless, others were not referred to hospital at all. In the period under 
consideration only 3 cases required in-patient treatment for these strictures of the 


anterior urethra. 

It is probable that the etiology of the obstruction when it develops at the 
bladder outlet is that there is a natural tendency to contracture in this 
region. As soon as the enucleation of the adenomatous mass is completed the 
neck of the bladder contracts, so that in the course of a few minutes it is 
often no larger than a shilling. Doubtless this contraction proceeds further 
as the bladder recovers its tone, thus bringing raw surfaces together, with a 
consequent tendency to adherence. If, later, fibrous tissue elements are laid 
down, the contraction becomes a rigid structure with a small opening in it 
through which urine is passed. 

Since the date of Thomson-Walker’s important paper another type of 
obstruction after prostatectomy has made its appearance. This takes the form 
of a traumatic stricture of the penile urethra. The most common cause of 
this condition is the introduction of instruments of unduly large dimension 
which are often used in prostatectomy by the perurethral route. This is 
particularly liable to occur when the punch operation is used, because the 
punch, at any rate in its original form, was a large instrument. When Dr. 
Cabot, from America, visited St. Bartholomew’s Hospital in 1926, he com- 
mented on this, saying that he had found it necessary to recommend that a 
perineal urethrostomy should be used in some cases. This was a suggestion 
of considerable practical value, for the urethra in the bulbous portion is of 
wide dimensions and when it is laid open even a resectoscope of large 
calibre can be introduced easily into the prostatic region and through this 
into the bladder, the necessary depression of the eyepiece being promoted 
by this approach. 

The narrowest part of the urethra and the least dilatable is the bottom of 
the fossa navicularis. This is easily damaged by any excessive dilatation, and 
particularly by the introduction of an instrument as large as a resectoscope. 
Strictures also sometimes develop at other points in the urethra, either as a 
result of injury or from irritation and ulceration set up by an indwelling 
catheter. 

It is surprising how, in certain cases, contracture will develop very 
rapidly either at the external meatus or at the bottom of the fossa navicularis, 
so that a patient may leave hospital with a good urinary stream and yet 
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return three or four weeks later complaining of difficulty in micturition. 
On examination, in such a case, at the bottom of the fossa will be found an 
opening perhaps only large enough to admit, say, a No. 6 French bougie. 
To prevent such troubles, the urethra, and particularly the external urinary 
meatus and the fossa navicularis, must never be forcibly dilated: it is better 
to perform a meatotomy or an external urethrostomy. Nor must a catheter 
of too large a size be used for drainage—sizes 18 or 20 Charriére are the 
largest that should generally be used, although in some cases larger sizes 
may be tolerated. 

In enucleating the prostate it is important not to tear away with it a tube 
of urethral mucosa. Careless enucleation may easily result in this and, if so, 
a traumatic stricture may follow, although this complication is not common; 
if, however, it does occur its treatment may mean a long period of instru- 
mentation and, moreover, urinary incontinence may be a further complica- 
tion. Scissors are now often used to divide the urethra at the apex of the 
gland, and it will be interesting to see if this procedure eliminates subsequent 
obstruction in this region. If the enucleation is entirely digital, as in Freyer’s 
operation, the urethra should be torn across as an early step in the pro- 
cedure and while the adenoma still has other anchorages: it will then usually 
be torn obliquely, and the strip of mucosa below the verumontanum, to the 
preservation of which Thomson-Walker attached such importance, will be 
preserved. 

PREVENTIVE TREATMENT 

All urologists will agree that urinary obstruction in a severe form is less 
common nowadays than in the past, one reason being that sepsis following 
prostatectomy is now either absent or much less severe than before the 
introduction of sulphonamides and antibiotics. The closing of the bladder, 
at the conclusion of a prostatectomy, which is used by all surgeons today, 
has a further influence upon the occurrence of sepsis. In addition to these 
measures, which of themselves tend to discourage the development of post- 
prostatectomy obstruction, there is the matter of the technique which is 
nowadays commonly adopted by urologists after the prostate has been re- 
moved, namely, the removal of a portion of the trigone. This may take the 
form of the excision of a piece on either side of pressure forceps which have 
gripped the apex of the trigone, or may go as far as the removal of the 
trigonal area right up to the inter-ureteric bar, as practised by Wilson Hey. 
In our view it seems unnecessary to perform this wide excision in order to 
prevent subsequent obstruction. We consider it essential, however, to re- 
move any overhanging tissue as well as part of the trigone beneath which 
the prostate has enlarged; this often contains dense tissue and, if so, must 
be well and truly cut out. As it is impossible effectively to fix down the 
trigonal epithelium in such a way that any grafting process results, it is 
advised that the trigonal mucosa, submucosa and subjacent fibro-muscular 
layer, are excised all in one piece. 

A most important part of prevention is to ensure that no part of the 
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patient’s urinary passage becomes constricted during the early days after 
treatment. The best measure is to pass a metal dilator, for example a 10/12 
English sound, on about the roth day; if there is any tendency to contract, 
this will at once be recognized and as a rule nothing further is required. If, 
however, any difficulty is encountered in the passage of this instrument, then 
instrumentation must be repeated and conditions carefully watched. 


TREATMENT WHEN OBSTRUCTION IS ESTABLISHED 
The type of contracture just mentioned as arising in the fossa navicularis is 
best treated in the first instance by the passage of small flexible bougies, and 
then of straight metal dilators. The latter need only be passed for a distance 
of two inches. Once the urethra has been dilated to the size of about 17 
French, further progress will be satisfactory. Strictures developing in any 
other part of the penile urethra will require the periodic passage of flexible 
or metal dilators to their full length. This will also be required in strictures 
occurring in the membrano-prostatic junction. These strictures are not 
common and, if recognized early, they usually respond well to treatment. 

Contractures in the region of the prostatic bed, and at the vesical neck, 
present the greatest problem. Thomson-Walker considered, as has already 
been stated, that these should be dealt with by an open operation; this is 
certainly one way of treating them, Lut in the past twenty-one years at St. 
Peter’s Hospital, open operations have been performed only 23 times, 
whereas on 50 occasions the obstruction has been dealt with by various 
perurethral procedures. 

It is a matter of great distress to a patient, who has recently undergone a 
major trans-abdominal operation, to be informed that he now has to submit 
to a similar operation in order to complete his cure. He faces much more 
readily an operation which can be carried out without the need to ‘open 
him up again’ and, as the results achieved are usually more satisfactory than 
an exploration suprapubically, it is clearly in his best interest that the 
perurethral operation should be advised. It is necessary to mention that in 
as much as it is often the case that no instrument can be passed into the 
bladder and the patient is able to pass only small quantities of urine per 
urethram, or indeed in some cases none at all, the operation is essentially an 
exploration, an adventure into unknown territory. The urologist must know 
from experience exactly how to plan his advance and must be equipped 
with the right instruments. The procedure we recommend is as follows :— 


The patient is placed in the lithotomy position, an operating panendoscope is 
passed into the urethra and usually traverses this without difficulty as far as the 
region of the membranous urethra and the prostatic bed, where its further intro- 
duction is prevented. The distal part of the prostatic bed, or loge prostatique as the 
French call it, can usually be entered, but egress from it into the bladder is barred 
by scar tissue. Frequently the obstruction takes the form of a diaphragm closing the 
base of the bladder through which there is a minute opening. It is often difficult to 
find the opening, and this can be done only by running lotion continuously from an 
irrigator through the panendoscope, thus causing the cavity to become ballooned. 
By careful searching along the roof of the cavity, and especially along the front of 
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it, a minute black opening is presently discovered. The diathermy knife, with which 
the instrument is provided, is now passed into this aperture and one or more cuts 
are made. Thus the diaphragm is split, and for the surgeon it is a dramatic moment 
as he now enters the bladder which has not been explored for weeks or perhaps 
months. The operation is completed by radial cuts with the diathermy knife to 
ensure that a wide opening is re-established. The bladder itself is carefully ex- 
amined to exclude the presence of calculi or other abnormalities, and a catheter is 
then tied in. 

In many cases this operation has completed the task. In some, however, 
it will be necessary to excise an indurated fistula leading down to the bladder 
wall, excising possibly a portion of the small scarred part of the bladder 
itself where the fistula enters and then securing primary union. This was 
necessary in only one case in our series of perurethral operations. It might 
be thought that if such an operation is necessary it would be wiser to do the 
whole business from above. In fact, however, this is not usually the case, 
for one result of the period of urinary obstruction has often been the pushing 
of the scarred bladder exit under the arch of the symphysis pubis, a region 
which is extremely difficult to see through any abdominal exposure. When 
the scar tissue has been thus adequately divided by the diathermy knife it 
remains only to watch the patient carefully and to pass instruments at intervals 
for a few months, to ensure that no further contracture occurs. 

The greater the surgeon’s experience in the perurethral operation for this 
condition the fewer will be the occasions on which he finds it unsuccessful. 
In this series, 28 cases have been treated in the above manner. Since first 
adopted by one of us in 1937 he has used it in 19 cases and in only 2 instances 
has he had to reopen the bladder in order to approach and treat the con- 
tracture. A dense mass of scar tissue completely obliterating the prostatic 
bed is a rare occurrence. Usually a way can be found through this region 
with the panendoscope and the diathermy knife. If, however, such a con- 
dition does exist, then a formal exploration becomes necessary, and a 
difficult operation may be expected. 


CONCLUSION 

It must be ensured that a patient who has undergone a prostatectomy does 
not develop any contracture of the bladder outlet. The general practitioner 
in charge of the case will be guarding against this if periodically he watches 
the patient micturate and observes that the urinary stream is of good calibre 
and forceful projection. If he observes otherwise, then it is time to refer him 
to the surgeon who carried out the operation so that steps may be taken to 
treat the obstruction in its earliest stage and before such a serious develop- 
ment of scar tissue has occurred that only wide excision of it by an abdominal 
operation can cure the case. Fortunately such instances are rare, for a 
properly conducted perurethral operation gives excellent results, and with 
the minimal discomfort to the patient. 
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RUNNING EARS IN GENERAL PRACTICE 
By P. O'BRIEN, M.B., B.Cr, 


IN general practice, chronic otorrhcea is one of the most common complaints 
which we are called upon regularly to treat. It is a problem to which the 
approach has been greatly facilitated by recent advances in treatment. 
Consequently, many of the more straightforward cases can now be treated 
by the family doctor, with reasonable prospects of obtaining a dry ear. 


THE BASIS OF TREATMENT 
Chronic otorrhaa may be frankly purulent, or it may be due to an 
eczematous condition of the meatal skin. Often, the picture is a mixed one, 
with eczema and superadded infection. Before deciding on any line of 
treatment the following points should be considered: 

(1) Careful examination and accurate diagnosis are the first essentials. 
These include a history of the present condition and of previous ear, nose 
and throat complaints, and an examination of the nose and throat, to 
ascertain whether or not there is concurrent infection in these regions. 

(2) Thorough cleansing of the meatus is necessary before an accurate 
diagnosis can be made, or adequate treatment given. 

(3) A running ear, which is primarily due to an eczematous condition of 
the meatal skin, may need initial treatment to combat secondary infection, 
but the discharge will be stopped only when the essential nature of the case 
is appreciated. In this connexion, it should always be remembered that 
substances which are being used to eliminate infection (e.g. penicillin drops 
or a sulphonamide powder) may aggravate the eczema and cause a more 
profuse discharge, as well as increased pain. 

(4) Bacteriological examination of the discharge will be a help, but in the 
conditions obtaining in general practice this is not always possible. It is 
worth noting, however, that many of the worst offenders in the ranks of the 
secondary invaders, e.g. Proteus vulgaris, B. pyocyaneus and E. colt, may, 
with a little experience, be recognized by their characteristic offensive 
odours. 

(5) In early chronic cases, or with an acute exacerbation, especially when 
there is concurrent infection in the throat, nose or sinuses, general treat- 
ment with antibiotics or sulphonamides will be indicated. 

(6) Topical use of the antibiotics gives excellent results in suitable cases, 
especially those in which the primary cause of the discharge is bacterial 
infection, and when the total lesion is readily accessible, also in eczematous 
cases in which secondary infection is a serious complication. 

(7) The advice and assistance of a consultant will usually be necessary 
when the local condition is complicated by such things as polypi, large 
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granulations, cholesteatoma, or obvious bone infection, or when the general 
picture is complicated by chronic infection and enlargement of tonsils and 
adenoids, sinusitis, or nasal blockage due to a deflected septum or polypi. 


CLEANSING OF THE MEATUS 

Initial inspection of the meatus usually reveals a channel which is obstructed 
with a mixture of pus and epithelial debris, and perhaps also some cerumen. 
This can usually be removed by gentle syringing with lukewarm water, but 
if difficulty is encountered, in a chronic case in which the matter present is 
hard and caked, hydrogen peroxide may first be instilled to break up the 
mass, after which the syringing is resumed. When granulations and other- 
wise swollen tissues are found, the position and extent of perforations in the 
drum, especially marginal ones, will not be assessed accurately until a few 
days of treatment have elapsed, and edema has subsided, or until surgical 
intervention has removed the obstruction. 


THE USE OF ANTIBIOTICS 

Penicillin ear drops were introduced with great expectations, had a very 
short vogue, and were early brought into disrepute. It should be a salutary 
exercise to consider now why this happened. The reasons seem to be 
obvious enough:—First, the strength of the drops was quite inadequate. 
Secondly, the technique of administration was probably bad in many cases, 
especially if self-administered. (Patients usually manage to get most of the 
fluid on the pinna and little, if any, reached as far as the drum.) Thirdly, 
the organisms present in chronic otitis are often not sensitive to penicillin. 
In spite of this, penicillin should not be discarded lightly, and in many 
cases, especially early ones, when the technique of application is good, the 
results are equally good. If quick results are not obtained, however, another 
antibiotic should be tried. 

The best technique for penicillin is as follows:—The meatus, having been 
cleaned out, is filled with an aqueous solution of penicillin (not less than 
20,000 units per ml.—about 0.5 ml. is required). Ribbon gauze is then lightly 
packed in to prevent the fluid from running out again as soon as the head is 
raised. It also serves the purpose of absorbing further discharge, so that 
when the pack is removed, the meatus is still fairly clean. This treatment 
may be necessary twice daily at first, and then once a day when improvement 
has occurred. As treatment proceeds, in many a case in which there is per- 
foration of the drum, it is gratifying to note that as the inflammation and 
swelling subside the patient will begin to taste the penicillin in the back of 
his mouth, showing that the solution has percolated through the middle ear 
cavity and the Eustachian tube, hence proving that the latter is now patent 
and physiological drainage of the middle ear re-established. At first, this 
tendency for the fluid to pass through the Eustachian tube may be en- 
couraged, by pressing the tragus down against the external auditory meatus. 
Later on the flow will probably be spontaneous. 
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This form of treatment, however, is not suitable in many cases of chronic 
otorrheea, especially long-standing ones, in which infection is mainly by 
organisms such as proteus or pyocyaneus, which are not sensitive to peni- 
cillin. These invaders are commonly found in cases of long standing, when 
there is marginal perforation of the drum with granulations and other 
signs suggestive of bone erosion. In such cases one of the newer 
antibiotics with a wide bacterial spectrum, such as chloramphenicol or 
aureomycin, should be used. 

The technique for choramphenicol is as follows :—The meatus, having been 
syringed to remove the discharge present, is mopped dry with cotton-wool. 
Then at the outset, in a case with much inflammation, a solution of the 
powder in propylene glycol is used. (10 per cent. solution =approx. 12 x 
250 mg. capsules in 1 oz. [28.5 ml.] of solvent.) This solvent has the ad- 
vantage that it is hygroscopic and hence decongestive, as well as the fact 
that it is itself a disinfectant; in addition, the solution is very stable. A small 
wick of ribbon gauze is first soaked in the solution and then lightly packed 
into the meatus. This dressing is renewed daily. After a few days, when 
swelling has subsided and discharge is reduced, the dry powder may then 
be used. A capsule of chloramphenicol is taken and a small hole cut in each 
end with a sharp blade. The capsule is then placed in the breech of a 
‘Rauchfuss’ powder insufflator, where it should fit snugly. Sufficient powder 
is blown into the ear to form a thin coating over the drum and meatal skin. 
Treatment every day or two for a couple of weeks will suffice to clear up the 
infection in many cases, but in others, especially when marginal perforation 
and granulations are present, longer treatment will be required. Even in 
many of these more difficult cases, if infection has not spread into in- 
accessible pockets, and if bone erosion is superficial, a dry ear may be ex- 
pected after a couple of months, with treatment two or three times a week. 
After the first few days of treatment, when granulations shrink and the per- 
forations around the margin of the drum become visible, the middle ear 
itself, or the epitympanic recess, becomes accessible for insufflation, and 
hence final success is more likely. Here, as in the cases treated with penicillin, 
the bitter taste of the drug becomes obvious to the patient, once it has 
penetrated through the Eustachian tube. 

When large granulations or deep-seated bone infection retard improve- 
ment, the case is best referred to a consultant without too much delay. 

Aureomycin is reported to give results similar to chloramphenicol, but as 
it is not so readily obtainable at present, the latter is more likely to be used 
just now. 


ECZEMATOUS CASES 
If the condition giving rise to the discharge is primarily eczematous, the pro- 
cedure should be as follows:—Secondary infection, if it is a notable feature 
of the case, should first be dealt with by one of the methods outlined above, 
care being taken to note whether the agent used aggravates the condition, 
in which case a more suitable agent should be chosen. Next, a wick, 
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moistened with aluminium acetate drops (N.F.), is used to reduce edema 
and dry the meatal skin. Finally, to complete the healing process and to 
relieve itching which may occur at this stage, the following lotion has been 
found to give excellent results :—Oily lotion of calamine (N.F.) with added 
ichthyol 1 to 2 per cent. This is painted on the meatal skin with cotton-wool 
each day. 


CONCLUSION 

Purulent otorrhea will often respond to treatment with one of the anti- 
biotics, and a dry ear may quickly result in many cases which formerly ran 
a very prolonged and intractable course, with the constant risk of serious 
complications and almost certain progressive deafness. Modern treatment 
does not, of course, prevent recurrence, but this is not such a serious prob- 
lem as formerly, because once the patient knows his condition can be cured, 
he will be only too ready to return at once for treatment, should the slightest 
exacerbation occur. The technique of modern treatment is simple, and it 
has the advantage that it can be carried out by the patient’s own family 
doctor. 


THE PSYCHOSOMATIC ASPECTS OF MIGRAINE 
By K. M. HAY, M.B.E., M.D. 


IN a previous paper (Campbell, Hay and Tonks, 1951) in which certain 
biochemical changes in migraine were reported, reference was made to the 
psychosomatic aspect of the disorder. There is an extensive literature on 
the psychological background of migraine, and most authors agree that 
tension states, fatigue, anxiety, and excitement predispose to attacks. Wolff 
(1949), in an account of 46 patients, summarized his findings as follows:— 


‘Personality features lead to frustration, to dissatisfaction about the family, 
financial, or personal status; and to intolerance of periods of low energy in them- 
selves, or of relaxed standards in themselves and others’. 


Barton Hall (1949) says:— 

‘Migrainous subjects are said to be often of outstanding intelligence, unusually 
ambitious, exacting, prone to labour under strong inner, and largely unexpressed 
drives; yet retarded in emotional development, the explanation of this being an 
unresolved attachment to the mother’. 

Gayley (1941) spoke of a sympatho-adrenal action in states of emotional 
tension when muscular action has been delayed or has not ensued. 


THE MIGRAINE CONSTITUTION 
There are two conceptions which have been found to be of value in the 
understanding of the patients seen in the migraine clinics at the Birmingham 
and Midland Eye Hospital. They are based on the clinical histories, and 
explain the occurrence of migraine attacks. 
The first conception of the migraine personality is that it originates from 
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a motor and psychomotor activity which is greater than normal, and which 
is not balanced by adequate motor and psychomotor relaxation. As a result, 
there is no regular rhythm of alternating rest and activity, which is an 
essential feature of all higher life. Periods of over-activity are followed by 
others of psychomotor exhaustion, and these correlate with the different 
stages of the migraine cycle and with certain biochemical changes. 

Psychomotor activity is accompanied by muscular movement or by 
muscular tension. A motor reflex in its simple form shows the successive 
stages :—stimulus—tension—action—relaxation. In animals the stimulus 
for this reflex is usually immediate, and is felt through one or more of the 
five senses; for example, the dog when crossing the road and suddenly 
exposed to danger from a car, will respond with a quick tensing of the body 
muscles, followed by the movement necessary to escape, and lastly, re- 
laxation if injury has been avoided. Human beings react in the same way to 
similar situations, but in their case the stimuli can originate from past 
experience or from anticipated future events which are coloured with 
sufficient emotional feeling. Ideas arising from the power of the imagination, 
although not immediately sensible by the five senses, can act as long- 
continuing stimuli. The stage of tension can be prolonged, and it is sug- 
gested that in migraine patients tension states are often habitual and chronic. 
A reflex once started will stop at the stage of tension, if appropriate and 
satisfactory action is delayed or impossible. In this way the psyche can 
cause somatic states of stress. 

Clinically, it is possible to recognize tension states from the history and 
from observation of the patient. Descriptions of irregular, hurried and 
scanty meals, and restless disturbed sleep are often given. There is a kind 
of mental festination, whereby the mind is leaping ahead or back from the 
present moment to ideas arising from the future, or past, which produces 
somatic states of tension. The irregular meals indicate an inability to relax 
at those times as nature requires for proper digestion; and indeed vitamin 
B deficiency often occurs as a result of insufficient food (Hay, 1951). Sleep 
is disturbed by nightmares, jaw grinding, talking in the sleep, and general 
restlessness. The patient awakes exhausted rather than rested, although 
consciousness of the immediate surroundings may have been lost. The 
sleep, from a somatic point of view, has been passed in a state of tension 
rather than in passivity. 

The second conception is that of a tendency to obsessional thinking. When- 
ever a problem occupies the attention of these patients, it does so to the 
exclusion of other considerations, and to the point of exhaustion. Another 
aspect of this tendency is their extreme conscientiousness, and their sensi- 
tivity to criticism or to ideas of personal failure. Their anxieties are often 
accompanied by depression, and their sensitivity makes them reluctant to 
divulge the real source of their anxiety, whether it be of an emotional 
nature or due to outside circumstances. 

Clinical improvement in the lessening of the frequency and severity of 
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migraine, will follow, when by precept and the judicious use of sedatives, 
proper rhythms of rest and activity have been inculcated. It is of value to 
discuss these problems with the patients, and to encourage habits of deep 
sleep and regularity of meals with rest periods after them. The patients 
learn that excitement and fatigue lower their threshold to attacks, and 
rather than attempt to ‘fight them off’, they must counter them by re- 
laxation. Some cases are described to illustrate these points :— 


CASE RECORDS 


(1) Male, aged fifty-three.—This patient was a Free Church Minister of considerable 
eminence and scholarship who was doing a great amount of administrative work for 
his church. He spent a good deal of his time travelling, and was invited to preach on 
special occasions in various parts of the British Isles and sometimes in America. 

His headaches were typically migrainous, and he had been subject to them from 
boyhood. They were accompanied by intense nausea and vomiting. In his previous 
history he had had a mastoidectomy in childhood, and a right seventh nerve palsy 
from that time: the ear was still moist. His right eye was amblyopic, and he had 
been subject to bilious attacks in childhood. He was intolerant of fats and chocolate ; 
otherwise he was fit, active and robust. His blood pressure was 140/92 mm. Hg, 
and there was some chronic nasal catarrh. 

His migraine showed an interesting periodicity in that it always occurred on a 
Tuesday, as opposed to the relatively common week-end migraine. It seemed that 
the Sunday sermon and services caused him considerable strain in their preparation, 
as he felt that when invited to preach, he was expected to live up to the high reputa- 
tion he possessed. After Sunday he relaxed on Monday, which was filled with golf 
and other physical activities. On Tuesday he was physically and mentally ex- 
hausted at a time when the problems and worries of his next working week were 
before him. It was then that he had his migraine attacks, often sufficiently crippling 
to make him go to bed for twenty-four hours. 

(2) Female, aged thirty-one. Accounting machine operator.—This woman had been 
subject to severe migraine from the age of nineteen; she had a history of fat in- 
tolerance and bilious attacks. Her headaches were preceded by general feelings of 
depression some hours before the onset. She had typical scintillating scotomas 
followed by severe headache on one or other side of the head, and later by con- 
siderable nausea and vomiting. She was subject to contact eczema, which was always 
worse just before her migraine attacks. 

When first seen she was obviously anxious and tense, her appetite was poor and 
she was sleeping badly. Physical examination revealed nothing abnormal. Her 
marital history was of interest. Her migraine started just after her marriage, which 
was not a success, and there was a considerable amount of temperamental in- 
compatibility. Finally, she became pregnant by another man, and this led to a divorce 
from her husband. She then went to live at home with her mother, taking the child 
with her. She went out to work, while her mother looked after the child. 

It appeared that the mother was domineering, and quite determined to see that 
her daughter had what she considered to be the appropriate feelings of guilt towards 
her past, with the result that the patient had no independent life of her own. This 
the patient resented with vigour typical of a migraine personality, but feared the 
consequences to herself and her child should she leave her mother. This state of 
affairs led to chronic anxiety tension, resulting in poor appetite, poor sleep, and a 
state of psychic tension. 

(3) Female, aged twenty-nine. Bookkeeper.—This patient was subject to severe, 
disabling, and frequent attacks of migraine, the principal features being a left 
hemicrania, followed by prolonged nausea and vomiting. The attacks were liable to 
be worse at menstrual periods, just before or a few days after the onset. Fatigue and 
worry were also known by the patient to precipitate attacks. 

The family history in this case had some points of interest. The patient was one of 
five children, her mother was a widow and was also subject to migraine which was 
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fairly easily controlled; a maternal aunt also had periodic headaches. The patient 
had been married for eight years, during which time she and her husband lived in 
the widowed mother’s house, without even having the responsibility of a separate 
flat. This was partly because she was considered to be delicate on account of muscular 
rheumatism, and she had a vague history of attacks of rheumatic fever in childhood. 
Her heart was well compensated and apparently normal. She had seen a great many 
specialists for her muscular rheumatism, and had tried a number of treatments, 
including heat lamps, massage, and medicinal baths, besides diets, patent medicines 
and other measures. However, the significant fact was that while on a recent holiday, 
both the migraine and the rheumatism virtually disappeared, so that she surprised 
herself and her husband with her ability and desire to go for long walks, and under- 
take other activities, of which she was usually considered to be incapable on grounds 
of ill-health. The conception of chronic ill-health had led to her having a thoroughly 
unsatisfactory life with no real home of her own. Her over-solicitous mother never 
failed to accompany her on numerous visits to doctors and treatment centres; 
contraception had been advised as she was not considered to be fit enough to have 
children. 

She was a highly intelligent girl who gave evidence of anxiety tension by difficulty 
in voluntary relaxation of her muscles. In discussing her home situation, she stated 
that to leave her home, even if she and her husband could find suitable accom- 
modation, would be hard on her mother, who would then be alone. The mother 
was obviously anxious that this should not happen, excusing her attitude by appear- 
ing to be caring for her daughter’s health. A state of affairs of this kind gave plenty 
of scope for anxiety tension, with conflicting emotional forces and feelings of frustra- 
tion and hopelessness, rationalized in the patient’s and her mother’s mind by 
concentration on defects of physical health, which were thereby magnified. 


(4) Female, aged twenty. Secretary.—This patient had been subject to sick head- 
aches from the age of eight years. She had chorea just before this time, and she 
believed the migraine to have started soon afterwards. The attacks took the form of 
severe right frontal headaches, passing to the right side of the neck, and followed by 
vomiting. Six months previous to being seen they had become more severe, and 
scintillating scotomas on the right side had begun to appear half an hour before the 
onset of the headache. During the attack she felt drowsy and had the sensation of 
‘losing control of her eyes’. The attacks had also become more frequent, and con- 
centrated at week-ends. 

The patient had a cardiac rheumatic mitral lesion, and on this account she had 
lived a life of restricted activity. The change in the nature of her attacks had coincided 
with her engagement to be married. This had raised anxieties in her mind over her 
physical condition. On examination she had evidence of a scarred mitral valve. 
Otherwise her heart was normal as regards exercise tolerance, size, rhythm and 
electrocardiogram, but there were some radiological signs of a filling out of the left 
auricle. The erythrocyte sedimentation rate was normal. 

She proved to be an active intelligent girl, who found the restriction imposed on 
her to be irksome, and who confessed to having done a great deal more than her 
family would have approved of in the way of exercise, when opportunity occurred. 
In view of the fact that her heart was considered to be well compensated, it was 
thought that she should be permitted to lead a more active life. She was referred to a 
cardiologist, who agreed, and was prepared to look after her through at least one 
pregnancy, although she had previously been told that childbirth must be avoided 
at all costs. Soon afterwards she married, and has since led a relatively normal life, 
free from the tensions and anxieties she had previously experienced from too great 
maternal solicitude. In the last fifteen months (of married life) she had had only 
two mild attacks, and stated that she felt fitter than at any other time. 


(5) Male, aged thirty-two. Accountant and professional singer.—This man had been 
subject for ten years to typical migraine, characterized by headaches alternating from 
one side to another, and often preceded a few hours before by rheumatic-like pain in 
the shoulders. At the time of the attack he would get paresthesie around the bridge 
of the nose. He believed the attacks to have followed concussion incurred while 
playing football in 1939. 
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He was an exceptionally robust and fit man who saw active service as Grade 1 
throughout the 1939-45 war. Recently his attacks had become more severe and 
frequent. On examination he appeared healthy and jovial, with no superficial signs 
of anxiety. The only abnormality found was a slight degree of heterophoria, which 
has been largely corrected by orthoptic exercises. He was passionately fond of 
music, and besides his daily office work, he gave concert and B.B.C. performances 
as a singer. He aspired to opera, and wished to give up his safe job, which he found 
dull, in favour of becoming a professional singer. This problem gave rise to a great 
deal of fatigue and anxiety, and he was finding it necessary to apply considerable 
drive to himself to achieve his ambitions, besides accomplishing his daily office 
tasks. He has since given up this work, and started on a career as a singer. 

(6) Female, aged thirty-five. Housewife-—This woman had been subject to 
typical migraine attacks from her childhood, with prodromal sensations of muscular 
weakness and vague pains. In the last four years her attacks had become more 
severe, and when first seen she was having disabling attacks at least once a week, of 
such a nature that she had to retire to bed for twenty-four hours or more. Nausea 
and vomiting were marked features. 

There was nothing of significance in her past medical history, except biliousness 
in childhood; her father was subject to headaches at one time. Her diet was in- 
adequate, with scrappy meals taken at odd times, except for a reasonable cooked 
evening meal. Her life consisted in looking after her home and husband, and her 
ageing father; she also ran a hardware shop. Hence she had plenty of work to do; 
but her chief source of anxiety was a sister aged seventeen who was living at home, 
and who was a difficult character with delinquent propensities which had caused 
trouble with the police. The patient had assumed responsibility for this girl (who 
was probably of a psychopathic nature), and with difficulty had covered up many 
of her misdeeds, which included stealing money from the shop. She had not con- 
fided her anxieties on this score even to her husband. Advice from a psychologist 
had not materially altered the situation as regards the young sister’s delinquencies. 

The outstanding fact was that the patient had assumed all the responsibility for 
her sister and father, in spite of having four other siblings. She showed a typical 
tendency to over-activity, and an obsessional driving of herself to meet what she 
considered to be her responsibilities. 


DISCUSSION 


These histories are typical rather than exceptional. They demonstrate the 
fact that sources of anxiety tension can be found in nearly every case. These 
patients come to a doctor, believing hopefully that magic in the shape of 
pills or medicine will permit them to continue such lives free from attacks 
of migraine. Full psychoanalysis might reveal more obscure conflicts, but 
that is beyond the scope of the ordinary practitioner or physician, and is 
rarely required as a clinical measure. Personal problems can usually be 
resolved or faced by the patient after objective discussion, and a review of 
the attitude which the patient has taken towards them. 


CONCLUSION 


Migraine patients show a strong motor reaction to stimuli. When the 
stimuli are unsubstantial and ideational, the motor reflex may remain at 
the stage of tension for long periods; and the motor tension, when continued 
over a long period, constitutes a stress factor. 

A migraine attack will occur as a specific response to stress in subjects of 
a certain psychosomatic constitution. 
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OBSERVATIONS ON THE MOVEMENTS OF THE 
UTERUS IN THE THIRD STAGE OF 
LABOUR, AND ITS MANAGEMENT 

By I. E. D. McLEAN, M.R.C.S., L.R.C.P. 


GENERAL practice affords an excellent opportunity for the study of the third 
stage of labour in normal cases. In hospital practice it is chiefly the office 
of the nurse to supervise this event; the doctor intervenes only in the 
abnormal case. It therefore seemed worth while collecting information 
on the mode of separation of the placenta, the time interval, the contractions 
of the uterus, and the amount of blood lost in a series of normal cases, 
together with the abnormalities met in domiciliary midwifery. 

The difficulties of collecting information of this character in domiciliary 
midwifery are great. Of 88 cases attended in labour, complete details were 
obtained in only 34 cases. Altogether, 213 maternity cases were seen during 
the period of observation, but of these 70 were abortions. 

The normal third stage of labour is usually held to occupy twenty 
minutes, and generally the placenta is expelled by pressure on the fundus 
once the signs of separation appear. This is more or less the established 
practice in this country today. Credé’s method is the method commonly 
taught and least commonly used. More often expulsion is by pressure with 
the palm of the hand. Up to fifty years ago cord traction was universally 
employed; the method fell into disrepute, however, owing to the risks of 
inversion of the uterus and puerperal sepsis. Probably the risk of sepsis was 
the main consideration, for at this time methods of asepsis were coming into 
use in all fields of surgery and the teaching developed that nobody should 
introduce a hand into the vagina in the third stage in normal cases. During 
the last few years, however, cord traction has been, at least in part, revived 
(Wilfred Shaw: “Textbook of Midwifery’, 1947, p. 170). This revival may 
be due to two considerations: first, it is possible to control puerperal sepsis 
with antibiotics and modern sulphonamides; second, expression of the 
placenta is an invitation to postpartum hemorrhage, especially in the hands 
of the trainee. 
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CORD TRACTION AND CONTRACTIONS OF THE UTERUS 


Depending upon the normality or otherwise of the two preceding stages, 

and influenced by analgesics, 
ol oxytocics and anesthetics, the 

movements described are those 
of the normal case met in 
domiciliary midwifery. The 
first stage was generally con- 
ducted with the help of 
chloral, pethidine, and nitrous 
oxide, and the second stage 
with nitrous oxide. Only 34 
cases are described. This is 
because it is impossible in 
practice always to arrive 
before the beginning of the 
third stage, and in a number 
of the cases when one is pre- 
sent the district nurse will 
a a ee deliver the baby while one ad- 


Fic. 1.—Number of contractions before extrusion ministers the anesthesia. In 34 
of placenta into vagina : 














cases, however, all the con- 
tractions of the uterus and the time intervals were noted, following the 
birth of the baby. 


Directly the baby is born the mother is turned on her back very gently and 
blankets are arranged over her chest and legs. The attendant stands on the mother’s 
right side and places his left hand on her fundus. The right hand frees the cord and 
follows it up to the cervix. There is no bleeding. The signs of separation can gener- 
aliy be appreciated per abdomen, but in an obese patient this is not possible. First, 
together with a gush of bleeding, the first movement of the fundus since the birth 
of the baby may be noticed. Often separation is so immediate after the birth of the 
baby that the first contraction is missed and the placenta is found to be already 
separated. At the first contraction the fundus rises in the abdomen, becomes hard, 
round and movable, and the cord begins to descend through the cervix. 


At this stage the right hand near the cervix generally feels the placenta move down 
into the lower segment and extrude through the cervix. This confirms what cannot 
always be felt per abdomen. Cord traction is then started. When this is done, the 
fundus is felt to move down a little way and just that amount of traction is needed 
to prevent it from rising. The placenta either slips through the cervix or sticks there 
while the uterus is in contraction. The stimulus of traction through the placenta on 
the lower segment causes firm contraction of the upper segment and control of 
hemorrhage from the placental site. In a case in which the placenta has separated 
but the upper segment is relaxed and bleeding is in process, cord traction causes 
prompt contraction of the fundus and control of the situation. Probably, traction 
supplies the equivalent of the force which gravity would lend to the placenta if the 
mother were squatting, which would be her natural position. 


The number of movements of the uterus varies. Generally one contraction 
separates the placenta and extrudes it through the cervix, whence it is 
gently withdrawn (fig. 1). Sometimes several contractions occur before the 
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placenta arrives in the lower segment. Sometimes the uterus is in contraction 
for some time while the placenta remains plugging the cervix. This can be 
overcome by somewhat firmer traction, although if traction is relaxed the 
uterus usually also relaxes and allows the placenta to slip through the cervix. 
Traction prevents relaxation of the upper segment and so controls hemor- 
rhage. The upper segment contracts forcibly while pressure is exerted on 
to the lower segment through the placenta during cord traction, so long as 
the placenta is in utero. If this is maintained for several minutes the upper 
segment has sufficient time to retract and thrombose the blood in the vessels 
of the placental site. Loss is thereby controlled during the relaxation which 
allows the placenta to slip through the cervix. 


TIME BETWEEN DELIVERY OF THE BABY AND SEPARATION 
OF THE PLACENTA FROM THE UTERUS 

The first contraction generally occurs within five minutes of the birth of 
the baby, usually separating the placenta and causing it to arrive at the 
cervix as shown (fig. 2). Some- 
times separation may be in- - 
complete with the first contrac- 
tion and there follow several 
contractions before the plac- 
enta is freed and arrives at the 
cervix. The time taken for 
separation to occur was five 
minutes or less in 33 out of 36 
cases (g2 per cent.). 

The time intervals for the 
cases in which there are sev- 
eral contractions before the 
placenta slips through the 
cervix following separation are 
shown in the next graph (fig. 

3). In 12 out of 36 cases (33 TIME IN MINUTES 


per cent.) the placenta slipped Fic. 2.—Time between delivery of the baby and separa- 
tion of the placenta from the uterus, whether or not the 








through the waves directly placenta leaves the cavity of the uterus, in 36 cases. 
following separation. In 10 

cases (28 per cent.) the placenta remained in the uterus for five minutes 
following separation. In seven cases the interval was ten minutes; in 
seven cases (20 per cent.) the interval was longer. 


RELATION OF LABOUR TO SEPARATION TIME 
It has been stated that in 33 out of 36 cases (g2 per cent.), separation was 
within five minutes, although in only 12 of the cases (33 per cent.) was the 
placenta immediately extruded through the cervix; 18 were primipara, 15 
were multipare, 25 were V1 or V2, and 8 were V4 or V3. Four out of the 
33 were cases of primary uterine inertia, the rest being normal in time. 
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Eleven of the 33 had had a diastolic blood pressure of 100 mm. Hg or over 
at one time or another during the antenatal period, but none had had albu- 
minuria. The second stage had been conducted with nitrous oxide in 15 
cases, chloroform in 1 case, and trilene in 17 cases. 

Of the 3 cases in which separation had taken more than five minutes no 





° 5 10 5S 
TIME IN MINUTES (TO THE NEAREST S MINUTES) 
Fic. 3.—The time taken between separation of the placenta and its 


extrusion through the cervix, in 36 cases. 


obvious cause could be found. None of the patients had primary uterine 
inertia, or chloroform. One was V4 and two were V2. 


RELATION OF LABOUR TO DELAY BETWEEN SEPARATION 
AND EXTRUSION THROUGH THE CERVIX 


Delay of fifteen minutes or more occurred in 7 out of 36 cases (fig. 3). (In 
12 cases extrusion through the cervix followed on separation.) Five were 
primipare and two were multiparz. Five cases were V1 or V2, and two 
were V4. In five cases the diastolic pressure had been 100 mm. Hg at one 
time or another. Four cases had primary uterine inertia. An interesting 
fact was that in all these cases separation had been immediately following 
the birth of the baby, and all had a normal second stage, except one which 
was delivered as a persistent occipito-posterior with forceps. 

No conclusions were drawn from the type of labour. The longest delay 
with cord traction was thirty minutes; in 29 out of 36 cases the placenta 
slipped through the cervix within fifteen minutes of separation. 


THE LOSS IN THIRTY-NINE CASES 


Apart from consideration of the contractions and the time taken, the more 
important feature of the loss is now considered. The total amount of blood 
lost up to the end of the loss following the delivery of the placenta was 
measured (fig. 4). Blood clots and fluid blood were removed from the 
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placenta and counted in. Some liquor is probably included in these figures. 
The quantities of blood lost when cord traction is employed are eloquent 
support for the method. In 4 cases less than one ounce (30 ml.) was lost. 
The most common 
loss is 2} ounces (75 sumer 
. OF CASES 
ml.) or less. In 25 of ist x 
the 34 cases the loss i2 
was 5 ounces (150 ml.) © 
or less. In the cases 
in which the loss was 
over 5 ounces, this was 
due to loss at the time 
of separation. The loss 
at separation is not 
easily controlled. Cord 
traction cannot be 
begun until separation 
is complete, or nearly 
complete. The only safe time to begin traction is when the upper segment 
is contracted. It must be possible to feel the hard round upper segment 
and the placenta moving down into the lower segment before traction is 
begun. Once traction is started further hemorrhage from the placental 
site is eliminated. Any other hemorrhage comes from a tear in the 
genital tract. When this occurred the tear was subsequently identified, 
either in the cervix or in the other parts of the tract. Tears occurred in the 
cervix in 2 cases, and in the perineum in 10 cases. The greatest loss in these 
39 cases was 15 ounces (450 ml.), and in one, over 20 ounces (600 ml.). 
The 15-ounce case gives an illustration of what happens when traction is 
not instituted early enough. 

The patient was a primipara aged twenty-one. The position was V3, which be- 
came a deep transverse arrest in the second stage. The baby was delivered by rota- 
tion and forceps in the usual way, an episiotomy being performed. There was the 
usual slight loss with the latter. The patient was in the lithotomy position and the 
long axis of the uterus was such that after separation the placenta lay in the upper 
segment, retained there by gravity and laxity of the uterus. The upper segment, 
however, was felt to enter into contraction, and traction was started. The placenta 
moved down to the lower segment and the whole of the uterus went into contraction, 
which controlled what amounted to the onset of postpartum hemorrhage. The 
placenta was delivered with no further loss. Had traction been begun at the time of 
separation there would have been a much slighter loss, for the placenta would have 
been pulled into the lower segment. It is the advent of the placenta in the lower 
segment w hich, plus the traction force, is the best stimulus for causing contraction 
of the whole uterus. 

The other case was a loss of thirty ounces. In this case, I was called in after the 
midwife had several times attempted Credé’s expression. I found the placenta in 
utero near the cervix with the uterus lax, and there was also steady hemorrhage. As 
the patient’s condition was fairly shocked and she had lost consciousness, I trans- 
fused her with plasma and applied warmth. I then quietly withdrew the placenta by 
cord traction, and the upper segment contracted as the cervix was stimulated by 
the passage of the placenta. My assistant cross-matched the blood during this and I 
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Fic. 4.—The loss in 39 cases treated by cord traction. 
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gave a bottle of her group, Rh-negative Group O, which happened to be at hand in 
case of an emergency with another patient who tended to have postpartum hemor- 
rhage. The patient then recovered, sat up and had some tea and a cigarette. 

In the foregoing 39 cases is included one postpartum hamorrhage be- 
cause the loss was controlled by traction, although the third stage had not 
been treated in the same way as the rest of the series of cases. 

There was no other reason for hemorrhage except repeated ineffectual attempts at 
Credé’s expression. The first stage of labour had proceeded with almost complete 
absence of labour pains, the second stage took fifteen minutes; the patient had en- 
dured one hour of labour pains; she was a multipara aged thirty; the position had 
been ROA. There was no toxemia. Although the patient was Rh-negative, no 
antibodies had appeared in the patient’s blood. Her first confinement had been 
uneventful, except that the baby had been delivered as a persistent occipito-posterior, 
the whole labour taking fifteen hours and unmarked by postpartum haemorrhage. 
The anesthetic given in the second stage was nitrous oxide. 

The loss in this series compares favourably with the West Middlesex 
Hospital report for 1945, where out of 3,148 deliveries there were 249 post- 
partum hemorrhages. Although some of these were admitted from the 
district, of the 3,148, 2,934 were booked for the hospital. This is really a 
comment on expression of the placenta per abdomen as opposed to with- 
drawal per vaginam, the former being the method used at that hospital. 


DISCUSSION 

It is noteworthy that among 79 cases of cord traction there was only one 
case of postpartum hemorrhage, no cases of notifiable puerperal pyrexia, 
and that all the patients were getting up on the tenth day. All the patients 
in nursing homes were able to leave on the fourteenth day. These 79 cases 
include the 39 cases previously described (p. 279). The additional 40 cases 
have no details of the exact quantity of blood lost, except that this was 
always less than twenty ounces (600 ml.). 

It is pertinent to add that inversion of the uterus did not occur, and this 
is not possible if traction is started after the upper segment is found to be 
in contraction and the placenta moving down to the cervix. Shock is another 
complication which did not occur. If the operator is gentle the patient cannot 
feel the manipulation, and every patient (including two midwives) preferred 
the method to expression. Hamorrhage is apt to be induced if traction is 
begun during separation; but after separation it is controlled. ‘The method 
is one which can only be undertaken by a practitioner who is already ex- 
perienced in midwifery; it is unsuitable for trainees. 

While performing cord traction it is necessary to remember that if the 
traction is directed along the cord outside the vagina, the placenta is rather 
apt to impact on the pubis. Traction should be backwards, downwards and 
on the cord just outside the cervix. If the placenta plugs the cervix, traction 
has to be released until the uterus relaxes. 

The overriding considerations in favour of cord traction are three: First, 
the loss is so slight. Secondly, the fundus is not subjected to trauma at the 
site of placental separation. Thirdly, there is a remarkable absence of post- 
partum hemorrhage. 











SMOKING: A CLINICO-SOCIAL PROBLEM 


By J. MIBASHAN, D.Sc.Acr., M.B., Cu.B, 
Cape Town, South Africa. 


A LEADING American surgeon stated at the Inter-American Congress of 
Surgery held in Chicago in October 1949 that there was every indication 
that ‘excessive smoking’, i.e. ‘over twenty cigarettes a day’, was an important 
factor in the increased incidence of bronchial carcinoma in men; also, that 
women with lung cancer were invariably heavy smokers. 

This was apparently the first open indictment of tobacco smoking as one 
of the causes of neoplasms of the lung, and we have learned much more 
about this subject since then. Serious warnings against smoking have issued 
from many other quarters, but they have always been ignored by the public 
and the habit continues to spread at an alarming pace. Statistics show that 
the total world crop of tobacco leaf was 7.5 milliard Ib. in 1948, a figure 
second only, perhaps, to that of wheat or maize. Great Britain alone spends 
130 million pounds sterling a year on imported tobacco products. 

Tobacco is an annual plant of the warm and temperate zones which 
belongs to the NV.O. Solanacea, a pharmacologically famous family to which 
we owe atropine, hyoscine, stramonium and other valuable medicines. Not 
unlike syphilis, tobacco appears to be a gift of the New World to the Old. 
A native of the island of Tobago in the Antilles, it was brought over to 


Europe by the early navigators after 1492. It seems probable that Sir 
Walter Raleigh introduced this plant into Britain about 1580. The French 
statesman, Jean Nicot, imported the first seeds into France about 1560 and 
popularized tobacco in that country, whence it gradually spread all over the 
Continent. In his honour the plant received the botanical name of Nicotiana 
Tabacum L., and when, much later, its alkaloid was isolated by Posselt and 
Reiman in 1828, it was called by them nicotine. 


CHEMISTRY AND PHARMACOLOGY 

Lee, quoted by Goetz (1942), found the following substances in the smoke 
obtained by burning slowly 100 grammes of tobacco leaves: (1) nicotine, as 
acetate, 1.165 g., or half the nicotine content of the unburned tobacco; 
(2) CO, 410 ml.; (3) As,O,; (4) NH3, 0.36 g.; (5) pyridine bases, collodine 
and phenol, together 0.164 g.; (8) aldehydes; (9) furfurol; (10) quinoline; 
(11) CO,; (12) HCN and sulphocyanides, 0.08 g.; (13) various volatile oils. 
To the above Schwartz (1945) adds: (14) cigarette paper; (15) hygroscopic 
agents; (16) methane; (17) methylamine; and (18) methyl alcohol. 

Nicotine is one of the most toxic alkaloids known. Its toxic action on the 
various body systems is very complex, being similar in many respects to 
that of muscarine and curare. Briefly, it consists of stimulation and later 
depression of the central nervous system, with the possible production of 
convulsions or respiratory failure, respectively. It also causes stimulation and 
March 1952. Vol. 168 (282) 
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later depression of the autonomic ganglia, thus affecting the organs supplied 
by synapsing post-ganglionic fibres. Chapman (1937) states that 60 to 
120 mg. of nicotine are lethal to man if given intravenously. One cigarette 
contains 1 g. of tobacco with 2.2 per cent. of nicotine, i.e., 22 mg. The 
alkaloid present in an average cigar, if injected into a vein, would represent 
two fatal doses to man. This being so, it is remarkable that nicotine poison- 
ing is not more common (Goetz, 1942). Nicotine is largely detoxicated by 
the liver, but part of it is excreted by the kidneys within three to four days. 


THE CARDIOVASCULAR SYSTEM 

The cardiovascular system is the chief victim: myocardium, junctional 
tissue, arteries, veins and capillaries are all acted upon by tobacco products. 
There is ample evidence to show that tachycardia and bradycardia, extra- 
systoles, arrhythmias, and (in heavy smokers) auricular fibrillation occur 
fairly frequently. In some individuals nicotine may produce inversion of the 
T wave in leads I and II, thus causing a resemblance to coronary disease 
(Graybiel, Starr and White, 1938). Paul White (1946) speaks of a ‘tobacco 
heart’ and mentions complications simulating angina pectoris and coronary 
artery disease. Levine (1947) urges the entire omission of smoking in patients 
vith angina. 

The blood pressure, systolic as well as diastolic, rises while one smokes, 
as a result of vascular constriction. This rise is attributed to nicotine. 


Goetz (1942) demonstrated that tobacco smoking constricts the cutaneous vessels, 
lowers the temperature of the skin, and reduces the blood flow in fingers and toes. 
He states that these effects occur first through a reflex initiated by the irritation of 
the respiratory mucosa and through reflexes arising in the lung itself in the course 
of deep inhalation. Next occurs a marked rise in pulse rate and blood pressure 
representing the pharmacological action of the nicotine absorbed which, owing to 
its sympathomimetic action, further constricts the peripheral vessels. In a sym- 
pathectomized limb the immediate constriction is lacking; only the later effect of 
nicotine occurs. 

After extensive work on Buerger’s disease (thrombo-angiitis obliterans), 
Silbert (1945) concluded that: (1) This disease is caused by smoking tobacco 
in constitutionally sensitive individuals; (2) it remained arrested in smokers 
who gave up the habit; (3) it flared up on resumption of smoking; (4) it is 
extremely rare in non-smokers; (5) gangrene and amputation of limbs may 
be obviated by timely stoppage of smoking. He also stated that this disease 
is very rare in women but that there is no strict proof that it is sex-linked. 
Later, however (1948), he reported a fairly large number of cases of thrombo- 
angiitis obliterans in women who were heavy smokers, and he observed that 
females formed 4 per cent. of all cases so affected. 

Raynaud's disease is aggravated by tobacco smoking (Landis, 1947). 


THE RESPIRATORY SYSTEM 
The respiratory apparatus is mainly affected by the tobacco ‘tars’. These 
irritate and later may cause inflammation of the mucous membrane of the 
entire respiratory tree from nostrils to alveoli, Smokers are more prone to 
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diseases of the respiratory organs. Brown et al. (1945) found that the cigarette 
was a complicating factor in colds. 

Schwartz (1945) quotes McNally, Mendenhall, Roffo and others as saying that 
apart from an inflammatory effect on the mucosa of the upper respiratory tract 
the tars are considered among the main culprits in the increase of cancer of the 
mouth and lungs. Roffo is quoted as stating that ‘tobacco tars are very strong 
carcinoma producers and are the same form as coal tars. . .. A regular smoker con- 
sumes 1 kg. (2.2 lb.) of tobacco smoke monthly and loads 840 c.c. of tar into his 
bucco-pharyngeal-laryngeal-bronchial mucous membrane a month.’ Crampton 
(1941) admits that smokers have more colds, that these last longer, that sinusitis is 
more frequent and more persistent in smokers, and that smokers’ cough due to 
chronic pharyngitis is common. Short, quoted by Schwartz, found an increase 
of 300 per cent. in cough among smokers as compared with non-smokers. 

Schwartz (1945) states that in reply to a questionnaire sent out to 50 
sanatoria in the U.S.A. only 2 per cent. reported smoking as ‘not harmful’ 
to the patients. 

Although the tars are the main source of injury to the respiratory organs, 
nicotine also adds its share. It is easily absorbed from the buccal, respiratory 
and gastro-intestinal mucous membranes. Bodnar, quoted by Hiestand et al. 
(1940), claims that the lung with its large area made up of millions of alveoli 
absorbs 93 per cent. of the nicotine in smokers who inhale but only 6 per 
cent. in non-inhalers, and adds that this absorbed nicotine is not excreted in 
the urine. A ‘cigarette cough’ is dismissed lightly by smokers. Not in- 
frequently it marks a troublesome tracheitis or bronchitis and is well known 
to practitioners as a diagnostic pitfall commonly obscuring the recognition 


of serious underlying disease. 


THE DIGESTIVE SYSTEM 


In the novice, pallor, nausea and vomiting after the first ‘smoke’ are due to 
the effects of nicotine on the medulla. Of older smokers, some have saliva- 
tion whilst others may suffer from a dry mouth when they over-indulge. 
Both these effects are caused by vagal action. Goodman and Gilman (1945) 
state that mucosal epitheliomas may result from chronic irritation by tobacco 
and heat. This irritation is increased by the pressure of the cigarette or its 
holder, cigar or pipe, on the lower lip and tongue. Heat, pressure and tars 
are therefore conjointly responsible for the not-so-rare epithelioma of the 
lip and tongue of smokers. Leucoplakia of the tongue and palate, often a 
precursor of cancer, has one of its causes in tobacco (Roxburgh, 1945; 
Cummer, 1946). Bradbury (1947) gives tobacco-chewing and pipe-smoking 
the first place in the causation of ‘smoker’s patch’ or leucoplakia buccalis 
and keratosis labialis. Over-indulgence in tobacco has been an obvious 
cause of cancer of the tongue in many instances (Martin, 1947). 

The fasting gastric juice is decreased both in acidity and in amount in 
some subjects who smoke (Schnedorf and Ivy, 1939). These two workers 
found that hunger contractions in the stomach were stopped by nicotine; 
according to them, the inhibition following one cigarette may last for 
fifteen to sixty minutes. Mendenhall, quoted by Meyers (1940), blames 
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tobacco for loss of appetite, duodenal ulcers, carcinoma of the lip and 
tongue, general irritation of the gastro-intestinal tract, and chronic intestinal 
catarrh. In a systematic experimental study Schnedorf and Ivy (1939) found 
that smoking, among many other effects, also tended to increase the motor 
activity of the colon, probably by depressing the sympathetic. A curious 
conclusion of theirs is that cigarette smoking is not proved to be dangerous 
in patients with peptic ulcer. Similarly, Jamieson et al. (1946) claim that 
tobacco consumption is not correlated with the severity of the symptoms in 
perforated ulcer cases, a view which aroused a prolonged controversy. The 
generally prevailing opinion today is that tobacco smoking is harmful to 
the inflamed or ulcerated stomach and intestines and should therefore be 
prohibited. 
THE GENITO-URINARY SYSTEM 

Burn et al. (1945; and Burn, 1951) state that smoking exerts an antidiuretic 
effect in man and that in a sensitive subject one cigarette will inhibit diuresis 
for two to three hours. Apparently, they say, the nicotine stimulates the 
supraoptic nucleus of the hypothalamus, causing a discharge of hormone 
from the posterior lobe of the pituitary. On the other hand, nicotine, as we 
have seen, causes vasoconstriction and a raised blood pressure in the renal 
arterial system as in all the other arteries. This leads eventually to ischaemia 
and fibrosis of the kidneys, and to the effects of chronic renal insufficiency. 

The reproductive functions, too, are potentially involved, as spermato- 
genesis and odgenesis are depressed by nicotine. Thienes et al. (1946) state 
that subcutaneous, subconvulsive doses in rats resulted in an increased 
number of non-fertile pairs and fewer litters. Progeny born of chronically 
poisoned pairs were less fertile than control pairs. Thienes quotes Phillips, 
who established a correlation between excessive smoking and immobility of 
spermatozoa in a young man. 


THE NERVOUS SYSTEM 

The nervous system suffers seriously in heavy smokers. Schwartz (1945) 
quotes Head as saying that smoking has a certain sedative action on the 
cerebrum which, however, ‘may with increased doses give way to irritation 
with a rise in the metabolic rate which will offset the pacifying action’. He 
concludes by stating that many people lose their nervous tension when they 
give up smoking. Chronic tabagism may lead to profound depression, stupor, 
melancholia and psychoneurotic states (Arruda, 1946). Tobacco smoke may 
cause severe headaches in sensitive smokers, probably by meningeal vaso- 
constriction, produced either reflexly by the inhalation of smoke or by direct 
action of nicotine. 

Another frequent complaint is insomnia, due to the stimulating effect of 
the alkaloid. The sedative or depressing action occasionally seems to pro- 
mote sleep in others (but even so, this would be a most undesirable sleeping 
draught!). In my experience, non-sleepers are often heavy smokers past 
middle age, usually habituated before the development of their insomnia. 
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A grave disability is tobacco amblyopia, a form of retrobulbar neuritis 
causing failing vision and central scotoma, and liable to progress to optic 
atrophy and blindness. 

Parsons and Duke-Elder (1948) suggest that this disease is probably due to 
poisoning of ganglion cells of the retina leading to degeneration of the optic nerve 
fibres. It occurs mainly in heavy smokers consuming over 3 to 4 ounces of tobacco 
per week, or in debilitated smokers, and in women from a much smaller quantity 
(Savill, 1944). 

Other cranial nerves are often affected by the same agency, viz. vaso- 
spastic ischemia. Smokers’ bitter taste in the mouth is probably a paresthesia 


of the VIIth (chorda tympani) and/or of the IXth nerves. 


THE ENDOCRINE SYSTEM 
The adrenal medulla, like the sympathetic nervous system, is at first 
stimulated and then depressed by nicotine. The inhalation of cigarette 
smoke has similar effects, reflexly (Goetz, 1942). The thyroid gland is ap- 
parently also affected. Hiestand (1940) found that cigarette smoking caused 
an increase in the metabolic rate in 82 per cent. of the subjects tested, the 
average increase being 8.9 per cent. The maximal effect was immediate in 
some cases or was delayed up to forty-five minutes in others. This rise, 
twenty to thirty times a day, with concurrent tachycardia, and rise of blood 
pressure, is anything but healthy in elderly subjects. I know of several 
thyrotoxic patients who felt most uncomfortable after smoking a few 
cigarettes, and of others who spontaneously reduced smoking to a minimum 
on this account. 
ALLERGIC MANIFESTATIONS 

Silbert, as a result of the treatment of several thousand patients, describes 
Buerger’s disease as one of oversensitiveness to tobacco, i.e. allergic. His 
claim has not been disproved. Other allergic manifestations are known. 
Attacks of bronchial asthma are not rare in smokers with an asthmatic 
diathesis as a result of changing one brand for another; here, perhaps, belong 
also the seizures of ‘cardiac asthma’ due to a sudden rise in blood pressure 
caused by oversmoking at night. Migraine with its train of painful events is 
not an infrequent visitor to an allergic smoker. I have also seen spasmodic 
rhinorrhea, eczema, dermatitis, prurigd, urticaria and even angio-neurotic 
cedema appear in tobacco workers who had been, allegedly, free of such 
manifestations before beginning work in tobacco factories. Admittedly, how- 
ever, both allergy and smoking are such widespread ills that clinical correla- 
tion of these two is difficult to substantiate. 


THE INTEGUMENTARY SYSTEM 
The integumentary system as well as the accessible mucous membranes are 
affected in various degrees. Goodman and Gilman (1945) assert that poison- 
ing may occur even from skin absorption. The xanthophyll and other 
natural dyestuffs of the cured tobacco leaf endow the fingers, nails, lips and 
moustache of the smoker with an everlasting yellow hue. Arsenic from leaf 





SMOKING: A CLINICO-SOCIAL PROBLEM 287 


sprays has been reported as causing dermatitis and even gangrene of the 
fingers in some smokers. This point, however, has not been proved beyond 
doubt and requires further research. 


EXPECTATION OF LIFE 


There is good authority to show that heavy indulgence in smoking also 
shortens life after marring it. Pearl (1938), in a study on longevity in relation 
to tobacco in 7000 white males, found that while 45.9 per cent. of the non- 
smokers lived to be seventy, only 41.4 per cent. of the moderate smokers 
attained that age, and just 30.4 per cent. of the heavy smokers reached it. 
Pearl noted that after the age of seventy the differences between the three 
groups practically disappeared and suggested that ‘those who survive to 70 
or thereabouts are such tough and resistant specimens that thereafter tobacco 
does them little harm as a group’. 


MISCELLANY 


The ethical and psychological aspects of tobacco merit a few remarks. Why 
the majority of people insist on smoking is one of those human puzzles that 
defy solution. Whether a weakness of the character or of the flesh or both, 
it seems to confirm the dictum of a great modern thinker that ‘it is one of 
the signs of our diseased civilisation that men and women must so often 
turn to spirits, fire and smoke to cool off their seething tempers’. ‘There are 
two schools of thought among the smokers. The one claims that puffing away 
while working, worrying or wandering stimulates their tired nerves and 
helps them to think better by clearing their minds. The others are more out- 
spoken and simply claim that cigar, cigarette or pipe, possibly also tobacco 
chewing and snuffing, provide them with a pleasurable pastime. Pleasure, 
then, is the keynote of smoking in most cases—but is it? Pleasure at twenty, 
irresistible routine at thirty, painful addiction at forty, cardiovascular 
poison at fifty, emphysema, angina or carcinoma at fifty-five, special mention 
in death certificate at sixty or after—these are the joys of tobacco. 

A word about the smoking ladies. No matter how much one admires the 
great contributions of women to civilization, from poetry to the atomic 
bomb, one cannot agree that smoking (and drinking) are necessarily the 
acme of their emancipation. In a world of changing values the attractiveness 
of woman has not fallen in importance and the modern lass should realize 
that smoke-stained fingers and tobacco-smelling breath do little to enhance 
it. 

It is sad to observe that smokers are notoriously selfish and unconcerned 
about non-smokers who must breathe in their exhaled products. Not a few 
abstainers have renounced theatre, cinema, concerts and meetings to avoid 
smarting eyes, sore throats, coughs, headaches and mental torment. 


TREATMENT 
Medicinal treatment has been tried with unimpressive results. Gargles and 
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mouthwashes of a 0.25 per cent. solution of silver nitrate, the admixture of 
asafeetida leaves to pipe tobacco, and the substitution of chewing gum, 
peppermints, barley sugar cubes, for cigars and cigarettes are common 
measures. Most of them fail after variable intervals. 

Before embarking on expensive psychotherapy one should make a 
commonsense appeal to the better judgment of the patient by explaining to 
him in simple language the physical and other consequences of smoking, 
not forgetting to stress its cost in pounds and shillings to a family supporter. 
The smoker should be made to understand that he will save and improve his 
own health and that of his dependants and very probably live longer if he 
renounces tobacco permanently. The adoption of some hobby to keep him 
busy is advisable. Unfortunately all these moral treatments are without 
lasting success. It is only on the supervention of a major catastrophe in the 
smoker’s life, such as pulmonary tuberculosis, a cardiac infarct or a stroke, 
that he will submit to his doctor’s orders and give up smoking permanently 
—but then it is usually too late. 


SUMMARY 


The toxic effects of tobacco smoking are described. 

The ethical and social ill-effects of the smoking habit are briefly reviewed. 

Medicinal, psychological and psychotherapeutic methods of treatment, 
none of which are entirely satisfactory, are mentioned tentatively. 
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CURRENT THERAPEUTICS 


LI.—ACTH THERAPY 


By F. J. NATTRASS, M.D., F.R.C.P. 


Professor of Medicine, University of Durham; Physician, Royal Victoria 
Infirmary, Newcastle-upon- Tyne. 


CorRTISONE (Kendall's Compound E) is one of the hormones which have 
been isolated from the suprarenal cortex. It exists, however, in only very 
small amounts in human and animal glands, and the product used in treat- 
ment is prepared synthetically. This has proved possible because the basic 
sterol nucleus of the suprarenal hormones occurs widely in plants and 
animals, and in the case of cortisone the synthetic product has up to the 
present been built up from bile acids in ox bile. This simple statement con- 
ceals a long and remarkable piece of research. 

The adrenocorticotrophic hormone (ACTH) was isolated by Collip from 
extracts of the anterior pituitary gland. It is therefore a natural product now 
obtained on a large scale from the pituitaries of pigs and other animals, and 
is one of several anterior pituitary hormones, others of which influence the 
thyroid and the gonads. The physiological function of ACTH is to act as a 
chemical messenger in the blood to stimulate the suprarenal cortex to 
produce various hormones, including cortisone. The effects of cortisone can 
therefore be produced either by the administration of cortisone itself or by 
the injection of ACTH, which stimulates the suprarenal gland to produce 
cortisone. The choice between the two methods is decided purely by 
practical experience. Theoretically the long-continued use of either may be 
harmful: prolonged administration of large amounts of cortisone has been 
shown to cause atrophy of the suprarenal, and it is also possible that long- 
continued stimulation by ACTH may exhaust the gland. Neither of these 
risks seems to have proved a serious danger in practice, but it is desirable 
to guard against them by judicious use of the two remedies in succession. 


HISTORY OF DEVELOPMENT 

The story really goes back to just over 100 years ago when ‘Thomas Addison 
described the disease of the suprarenal capsules since known by his name. 
The symptoms and signs of Addison’s disease, especially the asthenia, the 
low blood pressure, the loss of sodium and the retention of potassium, are 
indications of suprarenal cortical deficiency. The opposite state of affairs, 
namely, hypertension, edema due to retention of sodium, and the effects of 
low potassium, can be produced by suprarenal overactivity due to disease 
(for example, suprarenal tumour), but can also be produced by overdosage 
of cortisone or ACTH. It is obvious therefore that we are dealing with 
potentially dangerous weapons. 
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Addison’s disease kills slowly, but acute injury to the suprarenal, as in 
haemorrhage due to toxic states, causes rapid death, as does removal of the 
suprarenals in animals. The first substance to be isolated from the supra- 
renal was adrenaline: it comes from the medulla and was subsequently 
synthesized. It has now been known for a long time that it is the cortex and 
not the medulla which is essential to life, and which secretes the important 
hormones. The next major step in knowledge was that anterior pituitary 
extracts exercised a specific influence on the suprarenal cortex. 

It may now be asked ‘what has all this got to do with the effect of cortisone 
and ACTH in rheumatoid arthritis and other diseases?’, and to that question 
there is as yet no certain answer. It is believed, however, that the answer is 
related to the réle of the suprareaal gland in resisting injury of varied sorts 
or, to use the modern term, ‘stress’. It has been known for a long time that 
severe acute injury, not only trauma but infection and intense emotional 
stress, is accompanied by release of adrenaline and general sympathetic 
stimulation to help the body to fight the injury. It is now widely believed 
that if the injury or stress is sustained the liberated adrenaline stimulates the 
pituitary, and this in turn through ACTH excites the production of the 
suprarenal cortical hormones. It is believed that these hormones are a vital 
part of the mechanism of the body to resist the effects of injury of many 
types, and that they do this by helping to keep the cells of the body function- 
ing in spite of a grossly abnormal environment, such as inflammation or, for 
example, extensive burns. The use of cortisone or ACTH to implement the 
resources of the body is therefore a completely new conception in thera- 
peutics. The effect is apparently entirely non-specific and can conceivably be 
employed against a wide variety of abnormal environmental conditions. 

Hench was impressed, as others have been, by the remarkable remissions 
sometimes seen in rheumatoid arthritis; and also that such remissions might 
accompany (a) pregnancy and (b) jaundice. He went further than others in 
trying to find the reasons for these clinical facts, and after trial of many 
possibly related physiological substances he, in collaboration with Kendall 
and others, ‘conjectured that the antirheumatic substance might be an 
adrenal hormone’ (Hench ef al., 1949). This line of thought led finally to 
their epoch-making trial of cortisone in this disease. Shortly after they re- 
corded the equally dramatic effect of ACTH. 

Subsequent observations of the effects of these substances in many other 
diseases show that the effects are not specific. In the case of rheumatoid 
arthritis, for example, it does not follow from the results of treatment that 
etiologically this disease has any relation to the suprarenal cortex, nor is an 
infective or other origin of the disease in any way excluded by these results. 


INDICATIONS, ACTIONS AND SIDE-REACTIONS 
Since the nature of many diseases is unknown and the action of these 
hormones upon them unpredictable, it is natural that they should be tried 
out in a great many diseases, but I hope we are nearing the end of that phase 
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of experience. In this respect it may be said that diseases fall into three 
groups: (1) those in which the hormones have no effect at all, for example, 
carcinoma and sarcoma; (2) those in which they have a dramatic effect, for 
example, rheumatoid arthritis; (3) those in which a transient effect may be 
brought about but neither cure nor prevention of relapse is achieved. The 
third is a large group and includes, for example, the leukemias and reticu- 
loses. The most important mechanisms concerned in the action of these 
hormones are to be seen in their inhibitory effects (1) on the inflammatory 
reaction; (2) on the allergic reaction. These two are forms of reaction of 
the body to injury, and inflammation in particular is a way of overcoming 
injury and leading to repair. It is obvious then that interference with the 
inflammatory reaction may be seriously harmful, and this is borne out in 
the case of tuberculosis, which may be gravely aggravated by cortisone or 
ACTH; there is evidence also that these substances have caused peptic 
ulcers to perforate. In other instances, however, probably of more acute or 
subacute inflammatory processes, the reaction may be excessive and harmful 
in itself: for example, inflammation of the heart may lead to permanent 
injury; in such cases modification of the inflammatory reaction may be 
desirable. It is possible, too, that the inflammatory reaction may prevent the 
access of antibiotics to infecting organisms, and that the simultancous 
administration of antibiotics and cortisone or ACTH might allow the anti- 
biotics to get at the bacteria. There is some evidence that this can be done 
in cases of tuberculous meningitis. Furthermore, the action of the hormones 
in inhibiting inflammatory reaction may be beneficial within limits by the 
abolition or marked diminution of the symptoms of the reaction, for example, 
fever and pain, but it is clear that the limits of safety could easily be trans- 
gressed. The allergic reaction is often excessive and dangerous in itself, 
for example, in asthma and other hypersensitive states, and the effect of 
the hormones in such conditions may therefore be highly beneficial. 

In practice it seems that the diseases most likely to be influenced favour- 
ably are the large groups (1) of certain types of infection; (2) diseases which 
seem to be due to an allergic reaction, the so-called hypersensitive states. 

It is impossible to write of these two substances, cortisone and ACTH, 
in isolation. There is, so far as I know, no disease (except possibly Addison’s 
disease) in which one is effective and the other completely ineffective. 
Furthermore, in no condition does the evidence indicate that one is over- 
whelmingly superior to the other. Perhaps the only generalization which is 
justified is that ACTH has been more widely used and in general has 
been found more effective than cortisone in the treatment of ‘hypersensitive 
states’, this term including not only asthma and other conditions with a 
fairly definite allergic basis, but also some of the acute collagenous diseases. 

This generalization apart, the relative value of the two agents in individual 
diseases is based on purely practical considerations. These are chiefly as 
fo'lows. Both are in very short supply, but the manufacture of cortisone has 
so far been much more complex, and ACTH has hitherto been available in 
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greater quantities. ACTH is more effective in the sense that its dosage is 
smaller than cortisone, but this point has no practical significance. The idea 
that ACTH is more ‘physiological’ has already been noted as of little moment 
to the clinician: it might indeed be expected that side-effects due to general 
hormonal stimulation would be greater with ACTH than with pure cor- 
tisone, but this again is not the case. Cortisone has the immense advantage 
of being highly effective by mouth. To some extent this advantage has lately 
been diminished by the production of a long-acting form of ACTH in 
which a single injection is usually effective for twenty-four hours and at 
least for twelve hours. Continuous administration of ACTH by the intra- 
venous route, or subcutaneously or intramuscularly by hyalase drip, although 
reducing the dose, can be used only for a few days because of discomfort, 
venous thrombosis, or the production of cellulitis, in spite of all care. 

Cortisone has the further advantage that in certain conditions it can be 
used locally with full effect, thereby greatly reducing the dose and excluding 
systemic side-reactions. The only large field in which this method has so far 
been employed is the very important one of the treatment of inflammatory 
diseases of the anterior part of the eye; but it has been used also for allergic 
rhinitis, and tried in some cases (unpublished) as a nasal spray in asthma. 

The following brief comments on the use of ACTH should be read in 
the light of these general observations. 


DOSAGE AND METHOD OF ADMINISTRATION 

ACTH is supplied as a powder by the makers (Armour & Co.), and for use 
is dissolved in sterile saline or sterile distilled water and injected intra- 
muscularly. It must be given six-hourly during the whole of active treat- 
ment, but when maintenance doses are necessary it may be found sufficient 
to administer the dose once in twelve or twenty-four hours, or even less 
frequently. As noted earlier, long-acting preparations now exist. ‘There is 
no fixed dose, from 12.5 to 25 mg. four times daily being the average for 
active treatment in most diseases. 

If the higher doses are necessary, or in some cases even on small doses, 
some of the aforementioned signs of suprarenal overstimulation may appear. 
Increase in weight from sodium retention may be followed by edema: this 
may be minimized by a low-salt diet. Glycosuria may occur, but is un- 
common except as an increase of sugar in diabetes: this disease may there- 
fore be a contraindication to ACTH treatment, or the situation may be met 
by an increase of insulin. Hypertension is a definite risk to be guarded against 
and met by reduction of dosage. Potassium deficiency may produce muscular 
weakness and exhaustion: it is therefore desirable, especially if treatment is 
prolonged, to give 2 or 3 grammes of potassium chloride by mouth daily as 
a routine. Pufliness of the face (moon face) is a common result of over- 
stimulation and usually an indication for reduction of dosage. The generally 
increased sense of well-being experienced by patients on ACTH occasionally 
becomes a pathological euphoria, still more rarely a more severe psychosis. 
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RHEUMATOID ARTHRITIS 
The use of ACTH in rheumatoid arthritis has already been considered in 
The Practitioner (Prunty, 1951). Its effects are equally as good as, but not 
superior to, those of cortisone (Freyberg, 1951), and therefore it is likely that 
preference will be given to the remedy which can be taken four times daily 
by mouth with good and continuous effect. The greatest difficulty with 
either remedy is to find a maintenance dose which controls the joint con- 
dition without causing signs of overdosage: in many cases complete control 
is not possible. Relapse of pain, stiffness and swelling usually occur within 
even a few hours of cessation of treatment, and it is inexcusable to start a 
patient with rheumatoid arthritis on these remedies unless one or other can 
be continued indefinitely. ‘Burnt-out’ cases, with irreversible joint changes, 
cannot be expected to benefit materially, if at all: the clinical picture, 
aided by the sedimentation rate, must determine the decision as to whether 
or not to treat. 
RHEUMATIC FEVER 

The symptomatic effects of ACTH in rheumatic fever are comparable with, 
but not superior to, those of adequate doses of sodium salicylate. As with 
the latter drug, relapse is common on reduction of dosage, and prolonged 
treatment may be required before clinical recovery and normal sedimenta- 
tion rate are attained. There is, however, evidence that ACTH prevents or 
arrests the effects of rheumatic infection on the heart. This extremely im- 
portant possibility is still the subject of close study (Bywaters, 1951). 


OTHER ‘COLLAGEN DISEASES’ 
Disseminated lupus erythematosus and the still rarer dermatomyositis are 
among the conditions which may show complete, or almost complete, re- 
mission under ACTH treatment. Relapse is common, however, and some 
cases do not respond at all. The general opinion is that in polyarteritis 
nodosa, ACTH is indicated, if at all, in early cases only. 


ALLERGIC DISORDERS 

Good results have been reported in urticaria, hay fever, and in drug re- 
actions. The rdle of ACTH in asthma is important. Experience is now con- 
vincing that relief, and sometimes saving of life, may be achieved in status 
asthmaticus which is resistant to other remedies. Relief may come in a few 
hours or may be more gradual; full doses should be given for two or three 
days and then smaller doses up to a week. Long remissions are not usually 
obtained and there is as yet little experience of maintenance therapy. ACTH 
is no substitute for adrenaline or other established remedies in the average 
case of spasmodic asthma. 


OCULAR DISEASES 
Systemic treatment is not necessary in diseases of the conjunctiva, sclera, 
cornea and anterior segment of the uveal tract: in this area much higher 
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concentrations of cortisone are made available by local than by systemic 
treatment (Duke-Elder, 1951). In diseases of the posterior part of the uveal 
tract, choroid and retina, either ACTH or cortisone may be used systemic- 
ally, but results are much less certain. 


BURNS 
Some extraordinary results of ACTH treatment, added to routine treatment, 
of burns of degrees hitherto almost uniformly fatal, have been reported. 
Effects include reduction of pain, fever, inflammation and shock, improved 
healing and acceptability of skin grafts. 


OTHER DISEASES 

In severe inflammatory diseases of the skin striking results have been obtained, 
but the field is not yet clearly defined. It is unfortunately not possible to 
report more than at most transient remission in leukemia, or in Hodgkin's 
disease and other reticuloses. Acquired hemolytic anemia and thrombo- 
cytopenic purpura may benefit. Good results have been reported in ulcerative 
colitis, but have not on the whole been confirmed in this country. Some 
rather remarkable results have been obtained in the nephrotic syndrome, in 
which an initial increase of edema has been followed by diuresis on with- 
drawal of ACTH. Acute gout was one of the earliest conditions found to 
respond quickly to ACTH, even in a single injection. There are good 
grounds for the use of short courses of ACTH in hypopituitarism. 


CONCLUSION 

There is now a very large literature on all these matters. For the general 
practitioner the diseases for which cortisone and ACTH are going to make 
the most difference, because of the frequency of these diseases end the 
striking benefit wh ch may often be obtained—benefit which even in these 
days of great therapeutic advances seems at times miraculous—are probably 
rheumatoid arthritis, asthma, eye diseases, and burns. Supplementary treat- 
ment, as by antibiotics, wi!l of course also be required. That such diverse 
conditions should respond to the same treatment, however, is an indication, 
not only of therapeutic progress, but of the opening of a door to an 
entirely new house of knowledge. 
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REVISION CORNER 


CONVULSIONS IN INFANCY 


CONVULSIONS occur more frequently under the age of two years than at any 
other period of life. This is often attributed to the immaturity of the infant's 
nervous system, although the electro-encephalogram has shown that the elec- 
trical waves produced by the brains of the very young are slower and less regular, 
but are more easily disturbed by physiological changes, such as over-breathing, 
than those of older persons. Perhaps this has a bearing on the infant’s liability 
to fits. 
CLINICAL PICTURE 

The actual fit is seldom witnessed by the practitioner as in babies there is no 
warning, and the details must be obtained from the mother who is often too 
alarmed to give a good history. The attack varies from slight twitching of one 
muscle group to a generalized convulsion lasting twenty minutes. In the latter 
case there is sometimes a cry and the child becomes stiff and ‘blue round the 
lips’ due to arrest of respiration. With the advent of the clonic stage breathing 
restarts and pallor is evident. Unconsciousness is present and the eyeballs roll up. 
It is unusual for an infant to bite the tongue or to urinate during the fit. Central 
nervous system signs after the fit are unusual—no more than a transient extensor 
response. Death during a convulsion is extremely rare, and is then due to inhala- 
tion, but the condition of status epilepticus in which fits rapidly follow each 
other with hardly a break in between may well be fatal unless checked. 

Conditions which may be confused with convulsions are intestinal colic, 


breath-holding attacks, and masturbation. A careful history is necessary to 
exclude these conditions. 


CAUSAL FACTORS 
The most common cause of a convulsion is extracranial infection, and full clinical 
examination is obligatory. Pyrexia will suggest this cause, and the likely sites 
are the throat, ears, lungs or urinary tract. 

The chief causes of convulsions are set out in table 1. 

In the newborn, birth trauma may lead to seizures, often transient twitches, 
in the first week and are accompanied by a wide-awake ‘old’ appearance. The 
baby with kernicterus is likely to be jaundiced from birth, and on the third or 
fourth day there is a rapid onset of hypertonia, often opisthotonus, fits, and 
death. If he escapes these early manifestations, there may be seizures as- 
sociated with choreo-athetosis, and perhaps mental deficiency later on. The 
findings typical of rhesus incompatibility will be found in the blood. 

Tetany is uncommon now and is usually seen between the age of six and twelve 
months as a complication of rickets. In infancy, generalized convulsions are the 
most common manifestation, but the Trousseau and Chvostek signs will be 
present and there may be crowing respirations. The blood calcium is likely to 
be below 6 mg. per cent. The rare tetany of the newborn is probably due to 
temporary hypoparathyroidism. 

Any acute febrile infection may cause a fit which is the counterpart of the adult 
rigor, and sometimes peripheral irritation, such as constipation, seems to be 
a cause. The signs of meningitis must be carefully looked for and are often slight. 
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A tense or bulging fontanelle, an anxious expression, pyrexia and vomiting, are 
typical, and a lumbar puncture is imperative on suspicion, even if there appears 
to be no neck rigidity, which is often difficult to elicit in a baby. 

Encephalitis may follow a specific fever such as measles, or sometimes occurs 
without obvious cause. These patients usually have meningeal signs and may 
remain in a state of cerebral irritation or coma for some time. In this group may 


TABLE 1 
CONVULSIONS IN INFANCY 





Neonatal 





Intracranial birth trauma 
Hzmorrhage 
Anoxia 

(Hamorrhagic disease) 

Congenital brain defects 

Acute infections 

Kernicterus 

Tetany 





One month to two years 





Acute Repeated 





Acute infections—extracranial Cerebral agenesis—spastic diplegia 
Acute infections—intracranial, especially —porencephaly 
meningitis —hydrocephalus 
Acute nephritis Late effects of cerebral birth *rauma 
‘Encephalitis’ —cerebral damage 
Tetany —subdural hematoma 
Whooping-cough Chronic degenerative cerebral diseases 
Lead encephalopathy —Schilder’s disease 
—Tay-Sachs’ disease 
Kernicterus 
Parasitic brain disease—congenital syphilis 
—toxoplasmosis 
Congenital vascular anomalies 
—cyanotic congenital heart disease 
—Sturge-Weber syndrome 
Cerebral tumour 
Uremia 
Hypoglycemia 
Idiopathic convulsions of infancy 
Epilepsy 








also be included those cases which after a prolonged convulsion, or series of con- 
vulsions, regain consciousness with a residual hemiplegia, presumably due to 
a vascular lesion (Marie-Striimpell type). 

Fits associated with whooping-cough may be due to encephalitis, cerebral 
haemorrhage or, rarely, to tetany from the persistent vomiting. 

Lead encephalopathy is a dangerous condition due to ingestion of lead from 
painted articles or from a lead nipple shield. The diagnosis may be suggested by 
the radiological appearance of a dense line at the growing end of the long bones. 

Cerebral agenesis with spastic diplegia (Little’s disease) may not be apparent 
for some time, until it is noted that the child is late in smiling (mental defectives 
usually smile at the normal time) and has difficulty in chewing solid food. The 
presence of spasticity of the limbs clinches the diagnosis. 

The late effect of cerebral trauma at birth is much more likely to result in a 
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spastic monoplegia or hemiplegia, than diplegia. Subdural hematoma may result 
from birth trauma. In this condition the head may enlarge and resemble hydro- 
cephalus, and the child often appears very wasted and has a bulging fontanelle. 
The effusion covers one or both cerebral hemispheres and the diagnosis is made 
by performing a subdural tap. 

Toxoplasmosis, due to prenatal infection by a protozoon, is characterized by 
hydrocephalus, convulsions, choroido-retinitis and cerebral calcification. It is 
rare, and the diagnosis is established by the isolation of neutralizing antibodies. 

Children suffering from cyanotic congenital heart disease may have fits and 
transient paralyses from cerebral thrombosis. Sturge-Weber disease consists of 
cerebral angiomatous formation associated with a facial hamangioma in the 
distribution of the fifth cranial nerve. Cerebral tumour is rare before two years 
of age and is likely to show signs of raised intracranial pressure with vomiting, 
papilladema and separation of the cranial sutures. 

Idiopathic convulsions of infancy, described by Thomson, start during the first 
few months and rapidly increase in number unless treated with chloral, which 
appears to be a specific remedy. Only when the causes enumerated have been 
excluded should a diagnosis of epilepsy be made. Gowers has stated that one in 
eight cases of epilepsy start before the age of three years. 


TREATMENT 

General.—The immediate treatment of a seizure has usually been carried out by 
the mother before the doctor's arrival and the only advice usually necessary is to 
lay the child down on his side to prevent the tongue falling back or the inhalation 
of mucus. Prolonged attacks, or frequently repeated ones, need energetic treat- 
ment, and medicines given by mouth may be dangerous and are certainly un- 
reliable. As emergency treatment, paraldehyde injected intramuscularly is most 
effective (2 ml. under six months, 3 to 4 ml. up to one year, and 4 to 5 ml. up to 
two years). This may be repeated in slightly smaller dosage if recurrence takes 
place. In resistant cases anesthesia should be induced, preferably by intravenous 
thiopentone (0.01 g. for a year-old patient), or by inhalation of ether or chloroform. 
When the attack is controlled, interval treatment is given while the cause is being 
sought. Probably the best drug for this is oral phenobarbitone, 4 grain (8 mg. 
two to three times a day under six months, } grain (16 mg.) over this age. 
Ordinarily this need only be continued for a few days as most authorities do not 
believe that the subject of one infantile convulsion is especially predisposed to 
develop epilepsy. 

Special cases.—Neonatal fits due to hemorrhage or anoxia. Absolute rest un- 
disturbed in the cot, is essential. Sedation is best effected by chloral, 1 grain (65 
mg.) by mouth or rectum, repeated hourly until the child is relaxed. The same 
dose should be continued several times a day as necessary, until the danger period 
is past. 

Tetany.—After controlling the convulsions calcium should be given. The 
most active preparation is calcium chloride, best given for the first dose by 
stomach tube, owing to its bitterness: 60 grains (4 g.) in a 10 per cent. solution 
should be given, followed by 15 grains (1 g.) four-hourly. In an emergency, 
calcium gluconate, 10 ml. of 10 per cent. solution, may be injected intravenously 
or intramuscularly. 

Idiopathic convulsions of infancy require chloral, 1 to 2 grains (0.06 to 0.13 g.), 
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repeated frequently until the fits are controlled, when the drug may be tapered off. 

Meningitis—In all cases of meningitis, phenobarbitone should be given 

regularly as a prophylactic during treatment, as seizures during the disease are 
now held to have an adverse effect on prognosis. 

H. W. Evertey JOoNgs, 0.B.£., M.B., M.R.C.P. 

Pediatrician, Royal Hospital, Wolverhampton. 


NOTES AND QUERIES 


Analgesics for the Aged 

Query.—Is there an effective analgesic other 
than morphine, physeptone or pethidine for in- 
tractable pain in an old lady of eighty-two years, 
arising partly from severe osteoarthritis of the 
cervical spine, and also partly from the pressure 
of a plaque in the carotid artery on the dura 
mater? 

Rep._y.—Pain arising from severe osteoarthritis 
is sometimes relieved by doses of deep X-rays, 
and this form of treatment is always worth a 
trial. The effective analgesics other than those 
mentioned are either other members of the 
opium series, e.g. diamorphine and dilaudid, or 
belong to the group of the newer synthetic 
analgesics. Diamorphine has less constipating 
effect than morphine but is more liable to give 
rise to addiction. Phenadoxone (‘heptalgin’), 
which is a member of the latter group, is at least 
as active as amidone (‘physeptone’) when given 
in the same dose, and many persons tolerate it 
better. It would certainly merit a trial in this 
case, and the dose could be raised until nausea or 
giddiness or drowsiness was produced. 

The latest synthetic analgesic, which has only 
just become available in this country, is metho- 
morphinan (‘dromoran’). It is effective when 
given orally, and is said to have a longer duration 
of action than other analgesics. It causes less 
drowsiness than morphine, and is therefore 
more suitable for administration during the day 
time. It may give rise to nausea, vomiting and 
dizziness, and it is a potential drug of addiction. 
A suitable dose for a patient of eighty-two years 
would be 1.5 mg. by mouth twice daily, morning 
and evening. The evening dose could be accom- 
panied by a barbiturate, such as butobarbitone, 
if the patient was sleepless, and if the pain was 
not relieved the dose of the methomorphinan 
could be doubled. 

It is probably wise to change from one anal- 
gesic to another in a case such as this, and the 
fear that tolerance or addiction may develop 
should not lead in a person of this age to over- 
caution, either in the choice of a drug or in the 
dose administered. 


Proressor E. J. WAYNE, M.D., F.R.C 


Prolonged Use of Liquid Paraffin 
Query.—What is the modern view, on the 
harmful effects or otherwise, of the prolonged 
use of liquid paraffin or liquid paraffin emulsion 
for constination? 


Repty.~_—@ prolonged use of liquid paraffin or 
liquid paraffin emulsion for constipation is un- 
likely to have any harmful effect if the doses 
be small and taken two or three times a day 
before meals. Doses larger than, say, 120 minims 
(7 ml.), taken frequently may certainly result in 
vitamin deficiency, notably of vitamin A. This is 
due to the fact that liquid paraffin dissolves the 
precursors of vitamin A, known as a- and §- 
carotenes. Seepage of paraffin with soiling of 
underclothing, with little effect on the con- 
stipation, is another objection to the drug, and is 
usually overcome by the form of administration 
mentioned above. In some animal experiments 
it has been found that extremely fine emulsions 
given by mouth may give rise to the absorption 
of paraffin globules and their accumulation in 
the liver. To the best of my knowledge this has 
never been demonstrated in man, probably 
because the paraffin particles are not sufficiently 
small in the emulsion available. 

A. H. DouTHWAITE, M.D., F.R.C.P 


Tuberculosis of Trachea and 
Bronchi 


Query.—Whiat effects may tuberculosis produce 
in the trachea and bronchi? In what way does 
the existence of such lesions affect the decision 
of what form of treatment (collapse, surgical or 
chemotherapy) to adopt in dealing with lung 
lesions? 

Repty.—Tuberculosis of the trachea and 
bronchi has been recognized for many 
but its frequent occurrence and its influence 
upon pulmonary disease and upon treatment 
have only recently been realized since broncho- 
scopy has been more extensively used in pul- 
monary tuberculosis. Four stages of the condi- 
tion are described:—(a) congestion and hyper- 
formation 


years, 


zmia of the mucosa; (b) the 
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granulation tissue; (c) ulceration; and (d) a 
fibrotic structure when healed. These patho- 
logical phases are not, of course, clear-cut, but 
merge one into another. 

The condition gives rise to a train of symp- 
toms and signs in ‘ts own right: cough and a 
trace of mucoid sputum which may be inter- 
mittently blood-stained; breathlessness out of 
proportion to the extent of the pulmonary 
disease; a localized ‘fixed’ asthmatoid wheeze; 
localized chest pain; and an _ intermittent 
positive sputum. It is, however, in virtue of 
its secondary effects upon the disease within 
the lung, brought about by partial and complete 
bronchial obstruction, that the main importance 
of the condition lies. Partial obstruction leads 
to over-distension of the lung tissue and so to a 
‘giant’ or distension’ cavity; complete obstruc- 
tion to lobar, segmental or lobular atelectasis, 
depending upon the size of the bronchus 
affected. Without going deeply into detail the 
bearing which this has upon treatment can be 
considered as follows :— 


(1) Artificial pneumothorax induced in the 
presence of a distension cavity is fraught with 
the danger of further distension and possibly 
cavity rupture. 

(2) An artificial pneumothorax which is fol- 
lowed by lobar or segmental atelectasis (the 
‘black lobe’) is liable to become complicated by 
pleural effusion, persistent and bacilli-contain- 
ing, and later by tuberculous empyema. 

(3) From what has been said it follows that 
bronchial disease should be controlled before 
an artificial pneumothorax is started. For- 
tunately, the condition generally responds well 
to antibiotic therapy and a period of strict bed 
rest for three to four months, combined with 
‘PAS’, 4 g. four times a day, and streptomycin, 
1 g. daily; and the use of posture so as to place 
the cavity in the most dependent position, may 
enable a pneumothorax to be used without 
undue risk. 

(4) If collapse therapy is thought to be urgent 
(and nowadays it very rarely is), or even desirable 
in the early stages, a phrenic crush and pneumo- 
peritoneum are decidedly safer than an artificial 
pneumothorax. 

(5) Major surgical treatment is also subjected 
to some restraint by tuberculous bronchitis. 
Surgery should be avoided in the acute phase; 
later, in a quiescent period when the lumen of 
the bronchus is patent, thoracoplasty can be 
undertaken. If a firm stricture is present, how- 
ever, which cannot be dilated and with infection 
beyond it, the advantages of lung excision must 
be carefully other features of the 
case do not prohibit its use. 


N. Lioyp Rwuspy, 


weighed if 


D.M., 


F.R.C.P 
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Chloramphenicol Administration in 
Whooping-Cough 

Query.—What is the best method of administer- 
ing chloramphenicol to children aged under 
one-and-a-half years who are suffering from 
severe whooping-cough? The capsules are so 
large that the child is unable to swallow them 
and spits them out. If made up in a mixture, the 
chloramphenicol has such a repulsively bitter 
taste that the child has to be forcibly fed. This 
provokes a spasm of whooping terminating in a 
vomit which results in loss of most of the drug. 
I would be most grateful for an answer to this 
problem. 

Rep.y.—Chloramphenicol (chloromycetin) has 
certainly a bitter taste, and the effort of swallow- 
ing any capsule may easily start a spasm. There 
are two ways of trying to overcome this difficulty: 
one is to open the capsule and mix the powder 
well with orange juice or honey, the other is to 
insert the capsule rectally after perforating the 
end of the capsule with a sterile needle or 
cutting off the end of the capsule with scissors. 
The drug seems to be effectively absorbed per 
rectum and only very causes 
proctitis. It may be used in the same dosage as 
orally. 

The makers of ‘chloromycetin’ have recently 
introduced a most palatable suspension of ‘the 
monopalmitic ester of the synthetic crystalline 
antibiotic’. Two teaspoonfuls (approx. 8 ml.) 
contain the equivalent of 0.25 g. of chloram- 
phenicol, i.e. one capsule. Children should be 
able to take the emulsion readily. 

Proressor A. G. WATKINS, M.D., F.R.C.P 


occasionally 


zoospermia 
Query.—lI have a patient, aged forty-five, who 
has been sterile for three years with absolute 
azoospermia. He is a proved father of two 
children by a previous marriage. There is no 
history of gonorrhea, mumps, prolonged drug 
taking, or serious illness. As he has flown a lot 
of jet aircraft at high speeds and altitudes I 
wondered whether this could account for the 
trouble. What are the other possible causes? 

A testicular biopsy has not yet been done. If 
this shows only a blockage in the vas, what are 
the chances of a by-pass of the 
obstruction? There is no cause of sterility in his 


successful 


wife. 

Rep.y.—The first point to make is that the 
diagnosis of absolute azoospermia should not 
be made on a single semen examination. If it 
is assumed that the diagnosis has been confirmed 
in this particular case, then testicular biopsy 
will differentiate between obstructive and de- 
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generative azoospermia (i.e. normal or ab- 
normal spermatogenesis). Obstructive azoo- 
spermia may be relieved by surgical intervention. 
Opinion as to the results varies. In a recent 
article, Jeffcoate (1951) states that ‘short circuit 
operations carried out by those with special 
experience are not infrequently successful’. On 
the other hand, Keshin and Pinck (1944) 
mention 4 patients on whom epididymo- 
vasostomy was performed without success. 
Hotchkiss (1944) gives a long list of cases of this 
type of azoospermia, among them being gonor- 
rheea or non-specific urethritis with epididy- 
mitis, trauma, urogenital tuberculosis, and pre- 
vious operation (e.g. hernioplasty). In degenera- 
tive azoospermia the prognosis is poor; Keshin 
and Pinck diagnosed it in 14 out of 24 patients 
with azoospermia. In 6 of these there was no 
cause found to explain the condition, and this 
was before the days of jet aircraft. Causes stated 
in the remaining cases were mumps with 
orchitis, radiotherapy of a seminoma, un- 
descended testes and endocrine dysfunctions. 
To sum up, testicular biopsy is essential for 
exact diagnosis of this case. If the condition is 
obstructive there is some hope of cure by 
operation. If the condition is degenerative the 
prognosis is poor. There is no reason to believe 
that the piloting of jet aircraft causes sterility. 
Ciaupe S. NICOL, M.D., M.R.C.P. 
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Care of Bakers’ Hands 


Query.—Could you advise me of a suitable 
barrier cream for a baker? Apart from the flour 
dust difficulty, any preparation used must not 
taint his products and must be innocuous if 


ingested. 
Rep.y.—It is assumed that the baker in question 
has not at any time contracted dermatitis, is a 
bread baker, and his work does not include flour 
confectionery. In these circumstances the skin 
hazard is narrowed to that of flour or dough. 
Probably the best advice is for the baker to 
wash his hands and arms carefully during the 
working period, and especialy before going 
home: dough should never be allowed to dry on 
the skin. After work, a simple skin emollient—a 
vegetable oil (olive, cotton-seed, or tea-seed) or 
cold cream—should be applied. Scratches or 
burns should receive careful attention or they may 
be the starting points for dermatitis. 

As your reader forecasts in his inquiry, any 
preparation on the baker’s skin while at work 


THE PRACTITIONER 


must be so chosen as to avoid any risk of tainting 
the food product. For this reason even the use 
of soap is sometimes barred in bakehouses. 
Many of the barrier preparations of the water- 
soluble type have a soap basis, and if, on the 
other hand, a waterproof (or greasy) barrier 
is recommended there is a chance of transferring 
a rancid flavour to the food product, especially 
as perfumed barriers are absolutely barred in 
this type of food manufacture. Mainly for these 
reasons the use of barriers by bakers is not, I 
believe, common, but it is important for them 
in the interests of their skins to carry out the 
routine outlined above, with the use of a skin 
food after work. 


Fluorescent Lighting and Eyesight 


Query.—I understand that the use of fluorescent 
lighting has been forbidden in schools in 
France, and I should be glad to know what is 
the consensus of informed opinion as to its 
effects on the eyesight of students and office 
workers. Should offices, schools, and the like, 
definitely be advised against using it? I am 
medical officer to offices which are using the 
fluorescent light, and for that reason I am very 
interested in the problem. 
Rep.ty.—Complaints regarding the effects on 
the eyesight of fluorescent tubular lighting are 
made from time to time, but there is no positive 
evidence that any harmful effects are in fact 
produced. The light emitted from these tubes 
is a nearer approximation to ordinary daylight 
than the older tungsten lamps. The ultra-violet 
radiation emitted falls within the harmless range, 
and the actual amount received at one metre 
distance from the tube does not exceed one- 
hundredth part of that received in winter sun- 
light. Many millions of these lamps have now 
been in use in this country and in the United 
States without harmful effects being established. 
Alternating light sources may give rise to 
stroboscopic effects such as may often be seen 
in the cinema when a carriage wheel may appear 
to rotate against the actual direction of motion. 
Moving machinery, such as a circular saw, may 
seem to be stationary when it is in fact moving 
rapidly. These effects may be overcome by 
setting tubes out of phase to each other, and 
this procedure is well known to lighting en- 
gineers. Some people find that the absence of 
shadows is a handicap in carrying out fine work, 
and they prefer smaller light sources in order to 
create more contrast; this is more a matter of 
habit or idiosyncracy and cannot be called a 
disability. 
Proressor W. J. B. RIppELL, M.D., F.R.F.P.S., 
D.O.M.S., F.R.S.E. 
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Hexamethonium in Anxiety States 
*‘HEX4METHONIUM is an effective adjuvant in the 
treatment of anxiety states’, according to S. 
Smith (Journal of Mental Science, January 1952, 
98, 161). “The most satisfactory results are seen 
in patients who have marked physiological re- 
actions, e.g. sweating and tremulousness, to 
anxiety. Definite and in some cases equally 
marked beneficial results are obtained in sub- 
jective reactions, e.g. palpitations’. These con- 
clusions are based upon the results obtained in 
17 patients (12 males and 5 females) ‘whose 
main symptomatology was a combination of 
psychological components of anxiety and tense- 
ness, and somatic manifestations such as sweat- 
ing, tremor, palpitations, etc.’. Hexamethonium 
dibromide was used and the dosage schedule 
was as follows: one tablet (0.25 g.) after meals 
twice daily for five days; then thrice daily for five 
days; and so on to a maximum of four or five 
tablets daily. No patients with renal failure, or 
with a history of a cerebral or coronary vascular 
incident were included in the series. Lowering 
of the blood pressure occurred in eleven patients 
and averaged 5 to 10 mm. Hg. Toxic effects, all 
transitory, consisted of anorexia in three cases, 
blurring of vision for two days in one patient, 
and nausea in about half the patients. Treat- 
ment was continued for periods up to twelve 
weeks. ‘Varying degrees of improvement were 
shown in all the patients and in some, excellent 
results, by removing physiological disturbances, 
which in their turn were causing the patients 
much anxiety’. It is emphasized that hexa- 
methonium is not a substitute for ‘orthodox 
psychological exploration and therapy’, but, on 
the other hand, ‘in cases hitherto resistant to 
such treatment it may have an excellent ad- 
juvant value in the group of cases’ 
treated in this series. 


specific 


Prophylactic Aureomycin in 
Premature Baby Units 
As a result of their experience in the Hospital 


for Sick Children, Toronto, C. E. Snelling and 
R. Johnson (Canadian Medical Association 
Journal, January 1952, 66, 6) conclude that 
‘aureomycin in a dosage of 50 mgm. daily is a 
useful prophylactic measure against morbidity 
in premature babies. It also speeds growth and 
shortens hospital stay’. The aureomycin was 
given in two divided doses, at twelve-hourly 
intervals. Their conclusions are based upon a 
comparison of the morbidity and mortality rates 
among premature admitted between 
August 1949 and February 1951, who were all 


babies 


given aureomycin, and all those admitted 
between August 1947 and February 1949. 
Although this control group may not be as re- 
liable as using alternate cases es controls, it is 
pointed out that ‘the hazard of infection was 
equally great during the whole [aureomycin] 
period, and in the early part of the study was 
much greater than in any period for many years’. 
Only babies admitted before the third day of 
life were included in either series. As the main 
aim of the investigation was the role of aureo- 
mycin in preventing cross-infection, all babies 
who died before three days of age were 
eliminated from both groups in assessing the re- 
sults, as well as those who died from congenital, 
surgical or birth conditions. This left 47 babies 
in the aureomycin group and 48 in the control 
group, and the results were as follows:— 





Aureomycin | Controls 





No. of cases 47 48 
Deaths 1 8 
Mortality (per cent.) 2.1 16.6 
Non-fatal infections 6 Ss 
‘Total morbidity 7 16 
Morbidity (per cent.) | 14-9 33.3 





The effect of aureomycin on body weight is 
shown in the following table :— 





Aureomycin 





Weight 
b. oz 


Cases 


Birth weight over 44 Ib. 
Birth weight 3} to 4} Ib. 
Birth weight 2} to 3¢ Ib. 








ontrols 





‘ases Weight 
Ib. oz. 
Birth weight over 4} Ib ; 10 gs 3 
Birth weight 34 to 4¢ Ib. 2 22 ..2 
Birth weight 2) to 34 Ib 8 so 





Days =average stay in hospital. Weight —average dis- 


charge weight 

The authors add that it was their ‘impression 
that the babies looked better and gained more 
regularly’ when taking aureomycin 


Medicinal Arsenical Epithelioma 

NINE cases of ‘cutaneous malignancy of medi- 
cinal arsenical origin’ are reported by S. W. 
Arhelger and A. J. Kremen (Surgery, December 
1951, 30, 977). Eight of the cases were seen at a 
tumour clinic during a period of two years; 
during this period the total number of new cases 
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of skin cancer which were seen was 110. All the 
patients, whose ages ranged from fifty to 
seventy-eight years, had been taking Fowler's 
solution. The conditions for which this had been 
prescribed included bronchial asthma (2 cases), 
chorea (2 cases), psoriasis (3 cases), dermatitis, 
and as a tonic. The time over which it had been 
taken ranged from one month to thirty-two 
years. The interval between the taking of the 
solution and the appearance of the epithelioma 
varied from sixteen to forty-four years. In the 
cases with both keratoses and epithelioma the 
average age of onset was thirty-two years for the 
keratoses and fifty-one years for the epithelioma. 
The amount and duration of arsenical medica- 
tion appeared to bear no relationship to the oc- 
currence of epithelioma. In the eight cases most 
carefully investigated, the total number of skin 
cancers was 15—six on the head, neck and face; 
five on the fingers or hand; and four in the ankle 
region. Among the fifteen primary carcinomas 
in the series, four were basal-cell epithelioma; 
ten were squamous-cell epithelioma; and one a 
mixed basal-squamous epithelioma. The diag- 
nosis of arsenical epithelioma depends upon (1) 
the cutaneous manifestations of chronic arsenic- 
ism; (2) a history of exposure to medicinal 
arsenic; (3) the demonstration of arsenic in the 
lesions; (4) the demonstration of arsenic in the 
hair, nails and urine. Treatment consists of 
surgical excision or destruction by the electro- 
cautery in the case of keratoses, and surgical 
excision or deep X-ray therapy in the case of 
epitheliomas. In the authors’ opinion the finding 
of eight cases among 110 new cases of skin 
cancer during a period of two years ‘suggests 
that the disease is found to be relatively common 
if one is aware of its occurrence and mani- 
festations and searches diligently through his 
material’. 


Ethyl Alcohol for Pulmonary 
(Edema 


On the basis of experimental observations show- 
ing that the inhalation of ethyl alcohol is effec- 


tive against adrenaline-induced pulmonary 
cedema in rabbits, A. Gootnick et al. (New 
England Journal of Medicine, November 29, 
1951, 245, 842) have tried this form of treatment 
in acute pulmonary edema in man. The rationale 
depends upon the antifoaming properties of 
ethyl! alcohol, causing thereby ‘the elimination of 
the froth in the bronchoalveolar spaces with 
resulting improvement in conditions for gaseous 
exchange’. Some technical difficulties were en- 
countered in ensuring an adequate pressure of 
oxygen for administration of the alcohol, but 
in the end the following method was evolved and 
found to be satisfactory. 


THE PRACTITIONER 


Oxygen is passed through a simple vaporizer consisting 
of an 8-ounce bottle, half filled with so per cent. ethy! 
alcohol, with a rubber stopper holding two large-bore 
metal tubes. One of these tubes reaches to the bottom of 
the bottle and delivers oxygen which bubbles through the 
alcohol. The other tube is abeve the fluid level and delivers 


the alcohol-laden oxygen to the mask. All sprayers and 
filters are removed so that loss of pressure is minimized. 


Details are given of two patients who re- 
sponded to this form of treatment. 

One was a man aged fifty-eight, who was admitted to 
hospital with acute pulmonary adema due to a second 
myocardial infarction. There was no response to ‘rapid 
digitalization, aminophylline, morphine, phlebotomy and 
administration of 100 per cent. oxygen under pressure’, 
and the patient lapsed into coma. Alcohol inhalation was 
then begun, and the patient regained consciousness, 
Progress was then maintained in an oxygen tent, and the 
patient subsequently made an uneventful recovery. 

No adverse systemic effects of alcohol were 
noted in any of the patients treated in this way. 
‘Indeed, use of alcohol by inhalation has been 
consistently associated with emergence of the 
patient from coma or semi-stuporous state’. 


Cobalt Therapy in Hypochromic 
Anaemia 


A series of 52 cases of different types of hypo- 
chromic anzmia has been treated with cobalt 
chloride, orally and by injection (H. Dittrich: 
Schweizerische Medizinische Wochenschrift, Dec- 
ember 29, 1951, 81, 1296). The dosage em- 
ployed for oral administration was 200 mg. 
daily of an aqueous solution of cobalt chloride 
(calculated as anhydrous substance), in small 
divided doses; later, in cases in which the colour 
index was below 0.9, oral iron was given in con- 
junction, and the dosage of cobalt reduced to 
100 to 150 mg. daily. The resultant increase in 
the blood level occurs as a rule in two phases: 
first, there is a flushing out of the stored blood, 
and secondly, a new production of erythrocytes 
shown by the simultaneous reticulocyte crisis. 
For administration by injection an aqueous 
solution of cobalt chloride diluted with dextrose 
was used in dosage of 5 to 20 mg. daily. The 
injection must be given very slowly as it causes 
distension of the vessels, particularly those of 
the head, and may cause headache; the pulse and 
respiration are also increased. Because of these 
effects, and in some cases nausea and vomiting, 
and also because of the necessity for frequent 
injections, this method of administration is not 
favoured by the author, and particularly as there 
was no noticeable difference in the therapeutic 
effect from that obtained by oral administration 
The basis of the therapy is to encourage increase 
in blood formation; the cobalt, by blocking the 
cell ferments, leads to an increased peripheral 
need for oxygen and, as in high climates, the 
organism reacts to this process by an increase in 
erythrocytes 
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Simple Method for Introduction of 
Ryle’s Tube in Unconscious Patients 


THE passing of a non-rigid stomach or duodenal 
tube after an abdominal operation, or in patients 
unconscious from head injury or poisoning, is 
often : difficult procedure. A method by means 
of which this difficulty can be overcome is 
described by J. R. Rook (Anesthesia, January 
1952, 7, 49). It is carried out as follows:—A 
Ryle’s tube is lubricated with liquid paraffin and 
is then passed down a size 7 or 8 Magill endo- 
tracheal tube. The Magill tube is gripped so 
that the Ryle tube within does not move; the 


Magill tube is then lubricated. With the 
patient's head flexed on the neck the Magill tube 
is now passed gently down the right nostril into 
the esophagus (keeping the head flexed on the 
neck prevents entrance into the larynx). If the 
Ryle tube has been well lubricated this will pass 
easily and smoothly down the Magill tube into 
the stomach. The Ryle tube should be slid down 
the Magill tube until the proximal ends of both 
tubes are flush with one another, and the Magill 
tube is then gently withdrawn, and the Ryle 
tube left in situ. The importance of placing the 
Ryle tube inside the Magill tube and passing 
both together through the nostril is emphasized. 
This simple method is stated to obviate the 
possibility of the Magill tube becoming com- 
pressed out of shape by constriction at the 
posterior nares and so preventing passage of the 
bulbous end of a Ryle, or Miller-Abbott, tube. 


Tromexan 


As a result of their findings in 50 cases, M. R. 
Bronstein and E. Witkind (American Journal of 
the Medical Sciences, December 1951, 222, 677 
conclude that ‘tromexan appeared to be a safer 
and in many respects a more advantageous pre- 
dicumarol’. Their cases con- 
myocardial infarction, 17 of 
thrombophlebitis, 3 of frostbite, 5 of cerebral 
thrombosis, and one each of postoperative 
mesenteric thrombosis, postoperative pulmonary 


paration than 
sisted of 22 of 
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embolism, and peripheral arterial embolism. 
Prothrombin times were estimated daily by the 
one-stage Link-Shapiro modification of the 
Quick method, aiming at keeping the pro- 
thrombin time between 28 and 45 seconds, or 
approximately 2 to 2$ times that of the patients’ 
control in seconds. To obtain the requisite pro- 
thrombin time in twenty-four hours the initial 
dose of tromexan had usually to be 1,500 to 
1,800 mg. No correlation was noted between size 
of dose and body weight. The dose on the second 
day ranged from 600 to 900 mg. After the first 
forty-eight hours the daily maintenance dose 
was usually found to be 300 to goo mg. Tran- 
sitory cumulative effects were encountered in 
15 cases, and these were controlled by withhold- 
ing tromexan for twenty-four hours. ‘In all cases 
studied, difficulty was encountered in attempting 
to maintain prothrombin times at a constant 
proposed therapeutic level’. After stopping 
treatment, prothrombin time returned to the 
pre-treatment level in twenty-four to seventy- 
two hours (average, forty-eight hours). Toxic 
effects consisted of microscopic hematuria in 
four cases, gastro-intestinal bleeding in one case, 
ecchymoses at the site of venupuncture in two, 
and occasional nausea and vomiting. To illus- 
trate the importance of renal insufficiency as a 
contraindication to anticoagulant therapy, de- 
tails are given of a case in which tromexan 
caused ‘epistaxis, bloody stool, and an increase 
in microscopic hematuria’. Water-soluble vita- 
min K, administered intravenously or intra- 
muscularly, appeared ‘to combat effectively the 
hypoprothrombinemic effects of tromexan’. 


Penicillin Compress in Carbuncle 


A sHoRT note on the successful treatment of 
a large carbuncle on the hand treated by peni- 


cillin compresses in conjunction with oral 
penicillin appears in The New Zealand Medical 
Journal, December 1951, 50, 621 (E. H. Cluer). 


The patient was a healthy-looking male who presented 
with a large carbuncle covering most of the dorsum of 
the right hand; there was @dema of the surroundin 
tissues, the fingers and extending up the forearm, an 
epitrochlear and axillary adenitis. Temperature 100° F., 
pulse 100. Twice daily penicillin compresses, following 
hypertonic saline hot soaks, were applied (10,000 units ml. 
—average quantity for one compress 15 ml.), and penicillin 
tablets (50,000 units) prescribed: an inital dose of 8 
tablets, then 4 two-hourly for twenty-four hours; 4 three- 
hourly for twenty-four hours: 2 three-hourly for twenty- 
four hours, and 2 four-hourly for forty-eight hours— 
a total of over six million units of penicillin orally, with 
no signs of intolerance Three days later pain had les- 
sened canal Jerably, the edema had disappeared from the 
fingers and forearm, and the areas which previously were 
ulcerated and sloughing were clean and granulating well 
The temperature was normal. Four days later the whole 
area was healed and covered with pink healthy skin. 


Attention is drawn to the fact that the patient 
was able to carry out the whole treatment at 
home, and lost only five working davs 





oe 
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REVIEWS OF BOOKS 


Psychosomatic Gynecology. By W1L.1aM S. 
KROGER, M.D., and S. CHARLES FREED, 
M.D. Philadelphia and London: W. B. 
Saunders Company, 1951. Pp. xvii and 
503. Price 40s. 

THIs is an interesting and important publication, 

comprising some 20 chapters in 503 pages. The 

book is divided into five main sections, namely, 
psychosomatic aspects of fetus and infant, 
psychosomatic aspects of the mother during 
pregnancy, psychosomatic aspects of neuro- 
endocrinology, common psychosomatic prob- 
lems, and methods of diagnosis and treatment. 
Dr. Beltran P. Morales, to whom the book is 
dedicated, has collaborated extensively in the 
preparation, particularly in regard to methods 
of psychiatric diagnosis and psychotherapy. 
The approach of the authors to the subject is 
sound. They have done their best to avoid the 
use of what they refer to as psychiatric ‘jargon’, 
but with particular tact have included a glossary 
of the technical terms which they have been 
unable to avoid. This is useful to those who lack 
a degree of psychiatric training commensurate 
with that of the authors. A large number of case 
histories illustrate many of the points which the 
authors make. These case histories are graphic- 
ally written and illustrate the width of the 
authors’ understanding of their patients. In 
their introduction the authors appear to take the 
view that gynzcologists have been slow to accept 
the importance and influence of the psyche in 
their patients, and from time to time in their 
treatment of individual subjects they reiterate 
this conviction. There is little in the gynzxco- 
logical literature of the United States to support 
this view, and it is improbable that such criticism 
could be laid against practitioners in this 
country, who, whether in general medical prac- 
tice or in consultant practice, have always been 
quick to recognize the importance of considering 
the patient as a whole, with the allocation of full 
significance to her psychogenic background. To 
this extent, they are preaching to the converted. 
Nevertheless, their sermons may be studied with 
profit by all those called upon to treat gynzco- 
logical ailments. It is probably correct to say 
that the experienced practitioner will read each 
chapter with interest and enjoyment, that often 
he will be struck with the wisdom of the com- 
ments, and will be reminded forcibly of cases 
in his own experience which bear out everything 
that the authors have to say. Speaking generally, 
however, what emerges from the study of the 
various chapters is a conviction that, in the 
impracticability of submitting every patient 
with gynzcological symptoms to skilled psychi- 


atric analysis, the duty of assessing the import- 
ance of the psychological component in each 
case must be tackled by the individual prac- 
titioner, in whom the intuitive clinical sense bred 
of experience and the quality of sympathy are 
much more important than detailed study of 
the authors’ erudite comments. 


Blood Transfusion in Clinical Medicine. By 
P. L. MOLtison, M.D., M.R.c.P. Oxford: 
Blackwell Scientific Publications, 1951. 
Pp. xvi and 456. Figures 59. Price 37s. 6d. 

Dr MOo.uison’s book gives a clear and 
authoritative account of the important and re- 
markable advances which have been made in 
the practice of blood transfusion during the past 
twelve years. These advances have arisen 
principally as the result of improved laboratory 
techniques and painstaking laboratory studies. 
It is not surprising therefore that rather more 
space is given to these aspects of blood trans- 
fusion work than to the purely clinical points. 
In consequence, this book is likely to have a 
greater appeal to the hematologist and specialist 
transfusion officer than to the practising 
physician, surgeon or general practitioner. 
Nevertheless, all who wish to acquire a sound 
knowledge of transfusion therapy should make 
a study of its contents. The complex subject 
of the recently discovered blood-group systems 
is described from the point of view of the 
clinician, and with a refreshing clarity. Ob- 
stetricians and pediatricians will find much of 
value in the comprehensive account of the 
diagnosis and treatment of hemolytic disease of 
the newborn. 


Fetal and Neonatal Pathology. By }. EDGAR 
Morison, M.D., B.Sc. London: Butter- 
worth & Co. (Publishers) Ltd., 1951. 
Pp. xiii and 366. Figures 59. Price 50s. 

EXACTLY fifty years ago the first volume of his 

‘Manual of Ante-natal Pathology and Hygiene’ 

was written by John William Ballantyne (1861- 

1923) of Edinburgh, that great observer and 

pioneer in diseases of the newborn and in the 

antenatal care of mothers. Since then no com- 
prehensive work on the subject was published 
until Edgar Morison’s book, which is sure to 
receive a warm welcome, not only from patholo- 
gists, but from pediatricians, family doctors, 
infant welfare workers and obstetricians. The 
book is based on a personal study of the 
necropsies on 530 stillborn and 802 new-born 
infants in the maternity hospitals of Belfast, on 
the author’s studies there and in America, and 
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or an extensive review of the literature. Every 
chapter is well documented. In the first of the 
three parts into which the book is divided, the 
disturbances of antenatal life are described and 
reviewed under such headings as environment 
and heredity, congenital abnormalities, the 
placenta and the fetal circulation, nutrition, 
prematurity, stillbirths, twins, and congenital 
tumours. The altered physiology is well dis- 
cussed, for the whole book deals with pathology 
in its widest aspects. The second part covers 
the adaptation of the infant to extra-uterine 
existence, and excellent descriptions are given 
of the changes at birth in the lungs and the 
heart, the digestion and the metabolism, the 
renal and the central nervous system. The last 
of the three parts concerns infections in fetal 
and neonatal life. The principles of infections 
and the responses to them at these periods of 
life are discussed, and the lesions produced by 
different infections, general and local, are de- 
scribed. The pathological physiology and the 
morbid anatomy of the fatus and the neonate 
form a difficult subject, which is well covered by 
this book. The unsolved problems of the period 
are manifold, and many of them are indicated 
by the author. Noteworthy are his accounts of 
the placenta, of traumatic lesions of the central 
nervous system, and of the lungs in anoxic 
states—the last a subject on which he has done 
much original work. 

When the second edition is called for, which 
it certainly will be, some extra information on, 
for example, the fetal hemoglobin and on the 
thymus will no doubt be added, and a few extra 
figures. With Edgar Morison on ‘Fetal and 
Neonatal Pathology’, and with Clement A. 
Smith on “The Physiology of the Newborn 
Infant’, all doctors who have the care of the 
unborn and the newly born child in their charge 
can now be well armed with books for their 
difficult tasks. They should all be so armed 


An Atlas of General Affections of the 


Skeleton. By Str THomas FAIRBANK, 
D.S.O., O.B.E., M.S., M.CH. (OrtH.), F.R.C.S. 
Edinburgh: E. & S. Livingstone, Ltd., 
1951. Pp. xx and 411. Figures 509. 
Price 555. 
Tus ‘Atlas of General Affections of the 
Skeleton’ by the acknowledged master of the 
subject has been eagerly awaited by surgeons 
throughout the English-speaking world. They 
will not be disappointed. The basis of the work 
is the author’s remarkable collection of case 
records, for there are few orthopedic surgeons 
in Britain who have not sought the author’s 
opinion of an uncommon disease of the skeleton. 
The clinical features, pathology and skiagraphic 


appearances of even the rarest condition are 
lucidly described and illustrated by case reports 
and references to the literature. Some readers 
may be disappointed that there is no discussion 
of treatment, but it could truthfully be said 
that there is no effective treatment for most 
general affections of the skeleton. Surgeons 
everywhere will be grateful to Sir Thomas for 
this work, which is beautifully produced and 
lavishly illustrated. It will surely become one 
of the classics of British medical literature. 


A Handbook of Surgery. By ReGINALD 
C. B. Lepiir, M.B., B.S., F.R.C.S., and 
MIcHAEL HARMER, M.B., B.Cuim., F.R.C.S. 
London: Bailliére Tindall and Cox, 1951. 
Pp. vii and 535. Figures 56. Price 215. 

Our wise grandmothers pointed out that you 

cannot get a quart into a pint pot, but we still 

try to prove that we know better by designing 
bijou flats, baby motor cars, or tabloid cruisers, 
and by writing handbooks of surgery. A small 
surgical book can only do one of two things 
cover part of the subject adequately or cover the 
whole subject in synopsis. Ledlie and Harmer’s 
handbook attempts the latter task, and does it 
as well as it can be done. The trouble about 
any synopsis is that much information must be 

omitted, and that which is given must be im- 

parted in staccato form that serves to help in the 

revision of knowledge previously acquired but 
not to impart knowledge afresh to the ignorant 

The trouble about most synopses is that they 

have been revised but not rewritten, and contain 

much that is out of date. This handbook is the 
work of two well-known surgeons who have 
not, so far as we know, any previous textbook 
to their credit. It is fresh, well arranged and 
up to date. The writing is clear, and the illustra- 
tions, which are well chosen, well drawn and 
well reproduced, all serve a necessary purpose 

The book will prove a real boon, not only to 

the student who is refreshing his knowledge 

before examination, but to the surgeon who 1s 
preparing a course of lectures. 


Doctors by Themselves: An Anthology. 
ComPILED BY Epwarp F. GRIFFITH, 
M.R.C.S., L.R.C.P. London: Cassell & Co., 
Ltd., 1951. Pp. xxii and 614. Illustrated. 
Price 215. 

Dr. SAMUEL JOHNSON was Once asked if he read 

every word of a book he reviewed. ‘Sir’, he 

replied, ‘When I see a patchwork quilt, I do not 
look at every patch’. This anthology contains so 
many extracts, ranging Over so many years, that 
the reviewer must needs admit his reading to 
have conformed to the Doctor's admission 
This is in no way to be taken as a token of 
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lack of interest. Dr. Griffith has collected much 
wisdom and not a few humorous anecdotes. Of 
more importance is the way the reader can trace 
the development of medicine from the empirical 
to the rational. One entry tells us that in 700 
B.C., anointing the eyes with liver was recom- 
mended for night-blindness: another describes 
plastic surgery in the 15th century. The lighter 
side of medical practice is illustrated by the 
story of the Scottish farmer who gave his wife 
the powder which had been prescribed for his 
own use, and when she died, remarked, ‘Wasn't 
it a real blessing, I didn’t take that pouther 
masel?’ In so large an anthology as this a 
mistake here and there is excusable. For 
instance, on p. 74 we are told it was to William 
IV that Dr. Radcliffe made his unsympathetic 
comment on the state of the King’s legs. It was, 
in fact, to William III: Radcliffe died in 1714 
(not 1729 as stated in the bibliograpny) and 
William IV was not born until 1765. Again, it 
is said that The Practitioner was first called a 
‘Monthly Journal of Therapeutics’ and later 
changed its name to its present title. From its 
inception this Journal has been published under 
its present name; the only variation has been 
in the sub-title. These are small errors and are 
pointed out so that they may be corrected in any 
future edition. 
NEW EDITIONS 

Clinical Hematology, by Maxwell M. Wintrobe, 
M.D., PH.D., in its third edition (Henry Kimpton, 
gos.), has been enlarged by 180 pages by 
revision of existing sections and the addition of 
new matter. Twenty-three new illustrations 
have also been added, including three in colour, 
and additional bibliographical matter has 
brought the number of references cited to some 
4000. This edition fully maintains the thorough 
yet lucid treatment which characterized the 

irlier ones, and it continues to reflect not only 
the author’s erudition as a hematologist, but 
also his practical wisdom as a clinician. ‘Wint- 
robe’ is the best and most comprehensive book 
on clinical hematology in English or in any 
other language, and should be possessed by all 
serious students of the subject. It is, however, 
too big and expensive for it to be recommended 
to undergraduates. A relatively minor criticism 
is that in classifying the anemias, undue em- 
phasis continues to be placed on erythrocyte 
morphology rather than upon the etiology or 
ty pe of eryhropoiesis. 

The British Encyclopedia of Medical Practice, 
Volume VIII, edited by Lord Horder, c.c.v.o., 
M.D., F.R.C.P., in its second edition (Butterworth 
& Co. (Publishers), Ltd., 65s.) covers ‘latah 
and amok’ to ‘motor neurone disease’. Lung 
diseases occupy ten of the sections, many of 
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them written by Dr. Maurice Davidson. 
Tropical diseases are again well represented by 
long sections on latah and amok, cutaneous 
leishmaniasis, lympopathia venereum, melioid- 
osis, and malaria. Medico-legal problems are 
ably discussed by Dr. Keith Simpson (medico- 
legal examinations and reports) and Sir David 
Henderson (legal aspects of mental illness). The 
section on meningitis suffers from over-com- 
pression; the treatment of tuberculous menin- 
gitis, for instance, is dismissed in nine lines. 

A Synopsis of Hygiene (Jameson and Parkinson), 
by Llywelyn Roberts, M.pD., M.R.C.P., D.P.H., in 
its tenth edition (J. & A. Churchill, Ltd., 42s.) 
has been extensively revised for the inclusion of 
new material, but the general format of the work 
remains unchanged; to quote the author’s, or 
editor’s, own words in his preface: ‘It would 
have been unwise of me to change to any 
material extent the character of such a book’. 
Not only medical officers, but practitioners also 
will welcome this new addition, which has been 
brought up to date in all sections: in the chapter 
on the prevention and control of disease there is 
an extensive section on tuberculosis in which 
B.C.G. immunization is discussed in detail. 
Industrial cancer, occupational poisoning, the 
control! of insects, methods of disir fection, dif- 
ferent aspects of the National Health Services, 
nutrition and food, public health law, factories 
Acts, juvenile delinquency, and National In- 
surance, are some of the many subjects which 
will be found in the new edition of this well- 
known work on hygiene. 


Diseases of the Nose, Throat and Ear, by 1. Sim- 
son Hall, M.B., CH.B., F.R.C.P.ED., F.R.C.S.ED., in 
its fifth edition (E. & S. Livingstone, 18s.) has 
not been subjected to any extensive revision, 
but in the chapter on chemotherapy a section 
has been devoted to the antibiotics, their choice, 
administration and indications for use; the use 
of antihistamine drugs in vasomotor rhinorrheea 
is included in the chapter on diseases of the 
nasal cavity. 


Treatment by Manipulation, by H. Jackson 
Burrows, M.D., F.R.C.S., F.R.A.C.S., and W. D. 
Coltart, M.B., F.R.C.S., in its second edition (The 
Practitioner Handbooks: Eyre & Spottiswoode 
(Publishers) Ltd., 12s. 6d.) has been revised for 
the incorporation of new material, e.g. in the 
section on the back, treatment following rupture 
of the intervertebral disc is described. A new 
set of illustrations adds to the attraction of the 
new edition. 





The contents of the April issue, which will be a special 
number dealing with ‘Emergencies in Genera) Practice’, 
will be found on page |xviui at the end of the advertisement 
section. 





Notes and Preparations see page 307 
Fifty Years Ago see page 311 
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Prevention of Dressing Trauma 


Jelonet is a dressing for all wounds—its non-adherent properties 
protect the delicate epithelium and prevent dressing trauma, enabling heal! 
ic undisturbed It is used extensively in the treatment of 
following skin-grafting operations. Other uses include 
packing for deep granulating wounds, and as an adjuvant 
treatment of varicose ulcers by compression bandaging 
be prescribed by name under the N.H.S. (Form E.C. 10) the 
Ning SIZes single pieces in envelopes, tins containing 5, 10 
or 36 pieces, each piece 3}" x 3 
ze tin containing a strip 8 yards long x 3j;° wide 
folded zig-zag, is available for Hospitals 
and Surgeries. Sterile—ready for im- 


mediate use 


JELONET 


PARAFFIN GALZE DRESSING, B.P.C 


Made in England 
SMITH & NEPHEW LIMITED. HULI 
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SECONDARY AMENORRHEA 
Simply and effectively 
TREATED ORALLY 


WITH 


MENSTROGEN 





The dosage is 4 tablets daily for 5 days. 
i Menstruation under this treatment may be 
expected to follow in 4 to 6 days. Certain cases 


of habitual abortion also respond to this treatment. 


Concise but full information gladly sent on request. 
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| Each tablet contains 

| LYNORAL (ETHINYL (ESTRADIOL) 0.01 mg. 
i PROGESTORAL (ETHISTERONE) 10 mg 


In tubes of 20. Bottles of 60, 250 & 500 tablets. 





Prescribable under N.H.S. 
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ORGANON LABORATORIES LTD, BRETTENHAM HOUSE. LONDON, W.C.2 
Telephones : TEMple Bar 6785/6/7. 0251/2 Telegrams : Menformon, Rand, London 











NOTES AND PREPARATIONS 


NEW PREPARATIONS 


‘DIAMETHIN®’ brand injection of dimethyltubo- 
curarine bromide is a muscle relaxant with an 
action similar to, but slightly shorter in duration 
than, d-tubocurarine chloride, and is stated to 
cause less histamine release. It is the bromide 
salt of the dimethy! ether of d-tubocurarine, and 
is miscible in all proportions with intravenous 
barbiturates. Issued in ampoules containing 6 
mg. in 1.5 ml., in boxes of 6 and 25, and in 
rubber-capped bottles of 20 mg. in 5 ml. 
(Burroughs Wellcome & Co., 183-193 Euston 
Road, London, N.W.1.) 


‘HEXOPHENE’ surgical soap contains 2 per cent. 
hexachlorophene, combined with an anionic 
wetting agent in bland, emollient soap base. 
Hexachlorophene, a new chlorinated bisphenol, 
is stated to possess potent bactericidal proper- 
ties and yet to be non-irritating to the skin. Its 
use is indicated for the surgical scrub (no 
alcohol rinse should be used), for preoperative 
preparation of the patient's skin, and for daily 
use for the prevention of pyogenic skin in- 
fections. Issued in tablets of 34 oz. (Hough, 
Hoseason & Co. Ltd., Atlas Laboratories, 


Chapel Street, Manchester 19.) 


‘PonpETs’ PeNniciLLin TROCHES each contain 
s000 units of crystalline penicillin G in a fruit 
base. They are made in the form of ‘sweets’ and 
may be sucked as such while at the same time 
‘dissolving slowly and uniformly, to supply a 
high therapeutic level to infected areas for 
approximately thirty minutes’. Indications for 
their use include acute and chronic strepto- 
coccal tonsillitis, nasopharyngitis, Vincent's in- 
fection of the mouth, and as a routine pro- 
phylactic after tonsillectomy. Issued in bottles 
of 20, individually wrapped. (John Wyeth & 
Brother Ltd., Clifton House, Euston Road, 
London, N.W.r.) 


“Tu1a-Semi-Pas’ (PAS-thiacetazone  cachets) 
have been prepared for the combined chemo- 
therapy of tuberculosis with p-aminosalicylic 
acid and thiacetazone in cases of streptomycin 
resistance. The combination of the two drugs 
is stated to have been found effective. “Thia- 
semi-Pas’ cachets each contain 1 gramme of 
sodium PAS and 10 milligrammes of thiacetone. 
They are issued in boxes of 500 cachets, wrapped 
in rolls of 10, to provide one day’s dosage. Liter- 
ature is available on application. (Antigen Lab- 
oratories Led., 95 Great Portland Street, Lon- 
don, W.1.) 


THE HARLOW HEALTH CENTRE 

On January 28, the Parliamentary Secretary to 
the Ministry of Housing and Local Government 
officially opened the health centre which has 
been built in the new town of Harlow in Essex. 
This is one of the experimental health centres 
which the Nuffield Provincial Hospitals Trust is 
subsidizing (The Practitioner: January 1952, 
p. 102). The special interest of the Harlow 
health centre is its relatively low cost. It is 
adapted from a pair of semi-detached ‘lower in- 
come group’ houses, and the total cost of the 
building, plus furniture prowided by the Harlow 
Development Corporation, is £6,500. It pro- 
vides accommodation for three doctors, one 
dentist, and Jocal authority clinics. It is estimated 
that the centre will be capable of serving a 
population of 10,000 people. The present popu- 
ation of Harlow is about 3000, and one doctor 
and the dentist are already in occupation. The 
fittings of the centre are plain but adequate. The 
Harlow Development Corporation is to be con- 
gratulated upon their initiative in setting up the 
centre, in the organization of which they have 
had the full cooperation of the local executive 
committee and the Essex County Council. At 
the opening ceremony all those concerned with 
the building and organization of the centre ex- 
pressed their appreciation of the willing way in 
which the Nuffield Provincial Hospitals Trust 
had generously made a gift of £2,450, witnout 
which the centre could not have been estab- 
hshed 


CONFERENCE OF INTERNATIONAL 
UNION AGAINST TUBERCULOSIS 
Tue XIIth Conference of the International 
Union against Tuberculosis will be held at 
Rio de Janeiro, under the presidency of Prof. 
Manoel de Abreu, from August 24 te 27, 1952. 
The subjects for discussion will be: immunity 
and tuberculosis (opener Prof. A. Wallgren); 
treatment and prognosis in minimal pulmonary 
tuberculosis; and organization and results in 
regard to the tuberculosis campaign of mass 
surveys. Application from physicians in Great 
Britain should be sent through NAPT, Tavi- 

stock House North, London, W.C.1. 


PUBLICATIONS 
Great Ormond Street Journal.—The appearance 
of a new periodical entitled Great Ormond Streat 
Journal, being the proceedings of the Hospital for 
Sick Children, would have been welcome at any 
time, but it is particularly appropriate that it 
should coincide with the hospital's centenary. 
Two numbers have so far been published (June 
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and December, 1951), both distinguished by 
their pleasant typography and their interesting 
contributions, which include laboratory in- 
vestigations and clinical reports. The 
December issue contains a study by Dr. 
Bernard Schlesinger on “The effects of ACTH 
and Cortisone on Still’s Disease’, a review by 
Dr. L. I. Woolf of paper chromatography, a 
paper by Dr. David Lawson on management of 
gastro-enteritis at the hospital 1948-49, and a 
report on the work of the hospital’s gastro- 
enteritis unit for the year 1950. The journal, 
edited by W. W. Payne and G. H. Newns, is 
to appear twice yearly and will publish contribu- 
tions from past and present members of the 
staff. (H. K. Lewis & Co., Ltd., price 7s. 6d. 
per issue.) 


case 


A Catalogue of Films in the B.M.A. Film Library. 
—The B.M.A. Film Library is the largest in 
this country, containing 200 films. Its 
catalogue will be useful to secretaries of medical 
societies, to medical schools, and to individual 
members of the medical profession. Informa- 
tion is given on how to book films, hire charges 
and responsibilities of borrowers, and the films 
are indexed by subjects and alphabetically, with 
a synopsis of each and technical details, such as 
running time, colour, silent. (B.M.A. House, 
Tavistock Square, London, W.C.1, 5s.) 


over 


Alcohol and the Road User.—The Pedestrians’ 
Association convened a National Delegate Con- 
ference in London last year on ‘Alcohol and the 
Road User’, which rightly aroused considerable 
interest in the popular press. The Official Re- 
port of the Conference contains Dr. A. L. 
Goodhart’s opening address, and the following 
papers :—‘The Drunken Driver—as the Police- 
man Sees the Menace’, by Captain A. Popkess, 
Chief Constable of Nottingham; ‘Detecting the 
Driver under the Influence of Drink’, by Dr. J. 
Arthur Gorsky; “The Courts and the Offender’, 
by Mr. Guy Sixsmith; and “The Psychological 
Aspects of the Problem’, by Dr. Henry Yellow- 
lees. This timely and outspoken publication is 
worthy of wide circulation. (Pedestrians’ 
Association, Mitre House, 44-45 Fleet Street, 
London, E.C.4, price 1s.) 


West London Hospital, Department of Rheumatic 
Diseases.—The Annual Report for 1951 of this 
well-staffed department (e.g., 11 
1 ‘medical registrar’, 3 ‘overseas fellows’, and a 
‘research staff’ of three) shows that attendances 
during the year were 1,186 new cases and 7,873 


‘registrars’, 


old cases. The corresponding figures for 1950 
were 1,213 new cases and 7,257 old cases. One- 
third of the cases were diagnosed as osteo- 
arthritis. The greater part of the report consists 
of a series of articles by members of the staff or 
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visiting clinicians. These include abstracts ot 
papers read by Dr. C. H. Slocumb of the Mayo 
Clinic on ‘clinical effects of oral cortisone in 
rheumatoid arthritis’, and by Professor J. S. L 
Browne of McGill University on ‘ACTH and 
cortisone in disease’ 


The Law in Relation to the 
the title of a report of the Joint Committee on 
Psychiatry and the Law appointed by the 
British Medical Association and the Magistrates’ 
Association. The governing the 
custody and maintenance of the illegitimate 
child is nearly eighty years old and is in urgent 
need of This 
questions as application to the court, blood 
legitimation, 
illegitimacy, illegitimacy and delinquency, and 
selection of adoptive and foster parents. The 
Committee’s recommendations are numerous 
and worthy of careful study. (British Medica, 
Association, Tavistock Square, London, W.C.1, 
price 6d.) 


Illegitimate Child 


present law 


revision report reviews such 


tests, psychological aspects of 


The Cost of Sickness and The 
by C. E. A. Winslow, Dr.P.H., Consultant in 
Public Health Administration, World Health 
Organization, which is published as No. 7 in the 
Monograph Series of WHO, has been prepared 
as a basis for forthcoming discussions on the 
It is a 
sickness, the 


Price of Health, 


economic value of preventive medicine 
fascinating study of the cost of 
methods of reducing the burden of disease, the 
planning and cost of a national health pro- 
gramme, and the interrelationships of poverty 
and disease. There has been so much loose talk 
and woolly thinking about the problems of world 
health that it is refreshing to find the subject 
tackled in this methodical and practical manner. 
The author, who is Professor-Emeritus of 
Public Health in Yale University, freely admits 
that the promotion of health is basically a moral 
but the attaining it 
financial considerations: “To attain the desired 
goals, the actual cost of preventable disease, and 
the price at which relief from its burdens can 


issue, means ot involves 


more 
(Geneva: WHO, 
H.M. Stationery 


be purchased, must be realized much 
clearly than they are today’. 
Palais des Nations; London 


Office, price 7s. 6d.) 


British Journal of Tuberculosis—With its 
January issue the British Journal of Tuberculosis 
has increased its size as it enters on its forty- 
sixth year of publication. The contents include 
a tribute by Dr. G. E. Beaumont to Sir Robert 
Young on the occasion of his eightieth birthday 
and a number of clinical and pathological 
papers. (Baillitre, Tindall & Cox, Ltd., 7 & 8 
Henrietta Street, London, W.C.z. Annual 
subscription 30s. (4 numbers); single copies 8s 
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The Orgameation of the Sixth International 
Congress of Radtology, London, 1950, published 
under the authority of the British Executive 
Committee, tells of some of the difficulties in- 
volved in preparing this Congress which was 
attended by over 3000 members. As a per- 
manent record of the proceedings it will prove 
most valuable to organizers of similar meetings, 
and will be an interesting souvenir for those who 
attended this most successful international 
gathering. (London: H. K. Lewis & Co. Ltd 
Price 35. 6d.) 


Warwick and Tunstall’s First Aid to the Injured 
and Sick, edited by A. P. Gorham, M.B., Ch.B., 
M.R.C.S., L.R.C.P., D.A., in its nineteenth 
edition, has been revised and brought up to 
date. This little book bears the subtitle of ‘An 
Advanced Ambulance Handbook’, but it is ad- 
mirably suited for domestic and industrial use, 
for, to quote the author ‘With the increasing 
number of road accidents and the multiplication 
of the hazards met with in industry and the 
home owing to the many mechanical, electrical 
and chemical devices used in modern life, it 
would seem that it is the duty of everyone to 
acquaint themselves with the remedies available 
for immediate use’. This information may be 
found in this book. (John Wright & Sons Ltd., 
6s. 6d.) 


Carbohydrate Dyspepsia and the General Prac- 
titioner is No. 4 ef the monograph series issued 


by the Energen Dietary Service, and gives 
particulars of the dietary treatment of carbo- 
hydrate dyspepsia, with a specimen dietary and 
suggested daily menu. This dietary service has 
been instituted under medical supervision as an 
aid to the busy practitioner in dealing with 
these problems. Free of charge to ‘registered 
medical practitioners. (65 Pound Lane, Willes- 
den, London, N.W.10.) 


Marmite Yeast Extract in Medicine and Dietetics 

The revised edition of this booklet contains, 
in addition to notes on other individual factors 
of the vitamin B complex, sections on citro- 
vorum and folinic acid, and on strepogenin. 
Indications for the use of ‘marmite’, and tables 
showing its vitamin and chemical contents are 
also included. A separate booklet of ‘Marmite 
Recipes’ is available. (The Marmite Food 
Extract Co. Ltd., Walsingham House, 35 
Seething Lane, London, E.C 3.) 


OFFICIAL PUBLICATIONS 
Matermty Benefits —The Report of the National 
Insurance Advisory Committee in accordance 
with Section 41 ef the National Insurance Act, 
1946, on the Maternity Benefit Provisions, pre- 
sented by the Minister of National Insurance 
to Parliament, January 1952, makes, among 
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others, the following recommendations: the 
present maternity grant should continue, but be 
called by a name such as ‘pre-natal grant’; the 
present weekly attendance allowance should be 
replaced by a new maternity grant, payable in 
addition to the maternity allowance; when a 
woman is entitled to maternity allowance, the 
pre-natal and maternity grant should be payable 
without further contribution conditions; the 
qualifying period for maternity allowance should 
be a period of 52 weeks, ending at the 13th week 
before the expected confinement. (London: 
H.M. Stationery Office, price 1s. 3d.) 


The Health of the School Child.—According to 
the Report of the Chief Medical Officer of the 
Ministry of Education for the years 1948 and 
1949, the children of today are healthier than 
ever before in our history. The number of 
under-nourished school children was so small 
that school medical officers did not consider 
that the subject called for special mention. 
During 1948, 96,262 school children had tonsil 
operations; the following year the figure fell to 
69,449. The serious effect of the National Health 
Service on the school dental service is dis- 
cussed; many school dentists resigned to enter 
private practice. At the end of 1949, the number 
of school dental officers was 884, compared with 
1063 in 1947. Nearly 450,000 children (8 per 
cent. of those on the registers) were in a 
verminous condition in 1949. Growth of interest 
in physical education and in athletics is noted. 
Special chapters are devoted to diabetic children 
end to child guidance. (London: H.M. Sta- 
tionery Office, price 3s.) 


OFFICIAL NOTICE 

Refresher Courses for General Medical Practs- 
tioners: Government Scheme for Grants.—The 
Ministry of Health announces that under 
Section 48 of the National Health Service Act, 
1946, the Minister of Health is empowered to 
make arrangements with universities and 
medical schools for the provision of post- 
graduate refresher courses for doctors providing 
general medical services under the Act, and to 
make payments towards the provision of the 
courses and the expenses of those attending 
them. Memo.G.P.R.C.I. describes the arrange- 
ments made in England and Wales, and copies 
of forms G.P.R.C.2 (revised) and G.P.R.C.3 
(revised) referred to in the memorandum can be 
obtained from the Postgraduate Deans or 
Directors of the U niversities. 


Erra 

In the article on “The Present “Role of the Sulphonamides’, 
by J. S. Lawrence, M.D., M.R.C.P., in the Feb- 
ruary issue (p. 181), sulphadimidine is given as an 
alternative name for sulphadiazine, whereas it is the 
B.P. name for sulphamezathine 

The Hair and Scalp. The review of this book inthe Feb- 
ruary issue (p. 204) is of the fourth edition, and not of the 
third as stated in error. 
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OESTROGEN DEFICIENCY 
OF 


THE MENOPAUSE 


is almost always complicated by 
NERVOUS DISTURBANCES 
Oestrogens alone control only 
partially the syndrome. 
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THE PRACTITIONER 
Fifty Bears Ago 


Our tastes greatly alter. The lad does not care for the child’s ratth 


i 


and the old man does not care for the young man’s whore’.—Samuel Johnson 


MARCH, 1902 


I'HE great Paris surgeon Eugene Louis Doyen festly taking place among Londoners’. To this 


(1859-1916), whose name is attached to several subject he returns with renewed vigour, attack- 


operations and to a method of intestinal ing many a hallowed English tradition, such as 


the Eton jacket—‘not a commendable garment 


anastomosis, fifty years ago performed one of 
the most sensational operations in the history ot wanting at the very place where warmth 
surgery—he separated the Orissa conjoined is required, namely, round 


twin-sisters, Radica-Doodica. Doodica, who had man wear for a day a jacket of the shape and 


the loins. Let any 


developed abdominal tuberculosis, died; Radica kimpiness we condemn our boys to do, and he 


survived. “The French papers’, comments the ill speedily discard such a garment from hi 


Editor in a piece of altogether delicious writing, 
are making as much fuss about his separation 
of the Hindoo twins as if he had divided the 
Isthmus of Panama. But they are only following 
his lead. The papers, if left to themselves, often 
make a sad mess of the best engineered adver- 
tisements in the sphere of medicine. M. Doyen 
therefore, took the prudent course of being him- 
elf the chronicler of his stirring deed. With his 
hands scarce dry from the postoperative lustra 
tion, he wrote a long report of the case, which 
appeared in the Echo de Paris with his illustrious 
name appended. In the case of any other surgeon 
this would be accounted a remarkable proceed- 
ing, but M. Doyen is as much above the 
common rules of professional conduct as the 
legendary German Emperor was above those of 
grammar As under existing social arrange- 
ments it would scarcely be convenient for him 
to operate in a circus, he calls in the aid of the 
cinematograph, and takes care that the moving 
picture is as faithful and as complete as possible 
M. Doyen knows that the public likes spectacles 
that make its flesh creep, and he seems to aspire 
to be the Barnum of this new kind of show of 
which he is the inventor’. Do read for yourself 
an amusing parody (of M. Doyen’s newspaper 
report) in that eminently respectable paper the 
Temps’, in which the author records his opera- 
tion on the surgeon, whose ‘exceptional cerebral J. Russell & 
activity had doubled his personality . The Sir Frederick Walker Mott (1853- 
self-assertion and eagerness for notoriety which 
made themselves felt in every line of the son's wardrobe. The unhygienic character of 
original are scarcely exaggerated in this clever the tall hat it is needless to draw attention to’ 
skit’ In the opinion of the Editor, “The whole of Mr 
The first of the ‘Original Communication Cantlie’s article is well worth reading, and 
this month, entitled “The Health of the People’, commend the facts and suggestions which 
is from the pen of James Cantlie, M.B., F.R.C.S puts forward to the serious attention of st 
D.P.H., Surgeon to the Seamen’s Hospital, who men and all interested in the maintenance of our 


seventeen years previously had ‘sounded a note national efficiency and the development of the 
! n 


ve think, be no doubt 


of alarm as to the degeneration which is mar Empire There 
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that conscription would do much for the 
physical salvation not only of the “submerged 
tenth”, but of a large part of our youth, whether 
gilded or electroplated or Britannia-metalled. 
For many kinds of industrial labour a military 
training is in Germany found a positive ad- 
vantage; the man accustomed to discipline and 
to intelligent obedience to orders works better 
than the free-born, beery British workman who, 
when not on strike, will work only in his own 
way at his own time’. 

In his paper on ‘Gout: Observations on its 
Pathology, Forms, and Treatment’, Arthur P 
Luff, M.D., F.R.C.P., of St. Mary’s Hospital, 
discusses some forms of ‘irregular gout’—the 
gouty liver, eczema, the gouty heart, 
gouty peripheral neuritis, and gouty hay-fever. 
Some patients find that a little whisky or brandy 
suits them best, others find a light still moselle 
preferable, while a few, but in my opinion only 
a very limited number, find that a light claret 
agrees best with them. Champagne is a wine 
which is seldom suited to the gouty, especially 
if taken daily’. 

The ‘hero’ of ‘A Medico-Literary Causerie’ 
this month is Friedrich Anton Mesmer, ‘the 
prophet of hypnotism’. 

In his review-article ‘Diseases of the Digestive 
Organs’, H. D. Rolleston, M.D., F.R.C.P., 
Physician and Lecturer in Pathology, St. 
George’s Hospital, comments upon a paper on 
asylum dysentery read by Dr. Frederick W 


gouty 
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Mott at a meeting of the Epidemiological 
Society on December 13, 1901—a disease ‘not 
limited to the insane, for nurses, male attendants, 
and even medical officers may be attacked’. It 
is interesting to be reminded by “The Month’ 
that “The truth has prevailed without a con- 
siderable struggle. The Report on Colitis or 
Asylum Dysentery presented to the London 
County Council as long ago as May, 1900, did 
not get into print till November in that year . . 
The truth was unpalatable to all concerned in 
the management of Asylums, and efforts were 
made in various quarters, first to hush it up, and 
then to minimise its importance. The publica- 
tion of the Report crushed all open hostility, for 
neither its facts not its conclusions could be 
gainsaid . , No medical officer looking to 
lunacy for a career would have cared to com- 
promise his future by a discovery so distasteful 
to those on whom his promotion depended’ 
Sir Frederick Walker Mott (1853-1926) in 
1895 was appointed pathologist to the London 
County Council Laboratory at Claybury, 
subsequently working at the newly established 
Maudsley Hospital until his retirement in 1923. 
According to ‘Practical Notes’, Dr. Holbrook 
Curtis of New York, successfully administered 
an imntusion of roses hypodermically to a patient 
who was unable to smell a rose without sneezing, 
and was equally successful with preparations 


made from other flowers 


W.R.B 





“SANOID” 


STERILIZED 
SURGICAL 
CATGUT 


Over forty years experience is behind the 
manufacture of “‘Sanoid” Sterilized Surgical 
Catgut. Our capacity has recently been con- 
siderably increased to enable us to fulfil 
increased demand. 

TENSILE STRENGTH: “Sanoid” Surgical Catgut 


easily surpasses official requirements for minimum 
average strength 


GAUGING: Every strand of “‘Sanoid” Surgical Cat- 
gut has been checked at four points by dial micrometer 





Prepared under M.O.H. Licence No. 40 


FLEXIBILITY: Heat treatment necessarily tends to 
make catgut to some degree wiry and brittle due to loss 
of moisture, but the composition of the solution in 
which “Sanoid” Surgical Catgut is tubed is such that 
the maximum possible strength and flexibility are re- 
stored to the gut and retained by it under long storage 
periods 

SMOOTHNESS: “‘Sanoid” Surgical Catgut is of great 
smoothness but at the same time holds securely on 
the knot 


STERILITY: “Sanoid” Surgical Catgut conforms to 
the stringent bacteriological tests for sterility as laid 
down by the Ministry of Health in the Therapeutic 
Substances Regulations 


We invite your inquiries for Catgut and other Surgical Ligatures. Samples provided with pleasure. 


A PRODUCT OF Ciuxson Gorhatads le: Lil. OLDBURY BIRMINGHAM 
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Recognition of the value of 
invasions of the skin, by 


large viruses, is steadily increasing 


AUREOMYCIN 
bacteria and certain of the 
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in 


highly effective in 


in an Ointment base, provides a 
mild bacteriostatic and protective 
application a powerful therapeutic agent in 
the management of pyogenic infections. Rapid 
clearing of dermatologic infections produced by the 
staphylococcus and other bacteria may be expected 
will control skin infection foliow- 

ing extensive burns. In a number 
of refractory or recurrent dermatoses (including 
dermatitis herpetiformis, atopic eczema, erythema 
multiforme bullosum and _ lichen planus), 
combined oral and intravenous administration 


produced superior results 

in capsule form, may prove in- 
valuable for its systemic antibiotic 

effects in the dermatitides, reinforcing local appli- 

cation Throughout the world, in every field 

of medicine, AUREOMYCIN is recognised as 

the broad spectrum antibiotic of choice 
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endorsed by‘ The Lancet’ ; 


We have tested these cigarettes and find 
them to be cooler and less irritating to 
the mucous membrane than ordinary 


cigarettes of good quality without the 





filter-tips. The du Maurier cigarettes 


may be regarded in every way 


as satisfactory, and they constitute j 


C j 


a distinct and hygienic advance in 


the marketing of cigarettes. 


“ The Lancet” 
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‘He had a very good night, Doctor’ 


Doctors know there are very good reasons why 
Bourn-vita is so successful in inducing deep and 
restful sleep. Malt, coeoa, milk, sugar and eggs 
— these ingredients help the body to relax and 


to gain new reserves of energy. Many doctors 
themselves round off a long day with a cup ol 
Bourn-vita 


sleep sweeter- 
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Made by Cadburys 
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ST. ANDREWS HOSPITAL, NORTHAMPTON 


FOR NERVOUS AND MENTAL DISORDERS 
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The problem was 


to provide soluble aspirin in 
) stable tablet form 


Aspirin is acidic, sparingly soluble, and for many subjects a gastric 
irritant. By contrast, its calcium salt is neutral, soluble and bland. 
Unfortunately, however; calcium aspirin as ordinarily presented 
} is unstable, and thus, sooner or later, becomes contaminated with 
the breakdown products, acetic and salicylic acids. In ‘Solprin’ 
the problem of providing calcium aspirin in a substantially 
neutral, stable and palatable form has been solved. Extensive 
clinical trials show that Solprin 
in large dosage and over pro- 
longed periods, can be tolerated 


without the development of gas- 


tric and systemic disturbances, SOL p R | ad 
except in cases of extreme 


Tab Aspirin. Solub. (Reckitt) 


hypersensitivity 


SOLPRIN 


Stable, soluble. palatable Clinical sample and literature supplied on 
application. Solprin is not advertised to the 





calcium aspirin public and is available only on prescription 


U.K. and Northern Ireland only.) It is not 
subject to Purchase Tax, and when prescribed 
costs actually less than 1d. for three tablets 


RECKITT & COLMAN LTD., HULL AND LONDON (PHARMACEUTICAL D8SPT., MULL) 











ANNOUNCEMENTS 


LXVII 











INDEX TO ADVERTISEMENTS 


BOOKSELLERS AND PUBLISHERS 

Page 

Bailliere, Tindall & Cox, Led vi 

Bucterworth & Co., Led vi 

Cassell & Co., Led . 

Lewis, H. K., & Co., oat 

Livingstone, E &S., 

Lloyd-Luke (Medical Books), Led 


CHRPNSTS 


Alien & Hanburys. Led i 
Angier Chemical Co.,Ltd. - v and xi 
Anglo-French Drug Co., Led., The : xliv 
Armour Laboratories, Ltd - Ivii 
Bayer Products, Ltd - . xbix 
Benger Laboratories, Ltd . ixi 
Bengue & Co., Ltd : xxii 
Berex Pharmaceutical Co . . xxxY 
Bioglan Laboratories Led . xvi 
Boots Pure Drug Co., Led XXXVI 
British Drug Houses, Led Outside Back Cover 
Burroughs Wellcome & Co. - Ivi 
Camden Chemical Co., Led - - xvii 
Chilean lodine Educational Bureau xxii 
Continental Laboratories, Ltd Inside Back Cover 
Crookes Laboratories (British Colle ds), Led KKMIX 
Cuxson, Gerrard & Co., Led . 312 
Cyanamid Products, Ltd - . Iii 
Duncan, Flockhart & Co - - - xxY 
Distillers Company (Biochemicals), Lted., The - Iv 
Fassett & johason, Ltd - xxiv 
Ferris & Co., ied xx 
Glaxo Laboratories, Led . 
Herts Pharmaceuticals Led 309 
Hewlett, C. }., & Son, Led xiv 
Hough, Hoseason & Co., Led alvin 
imperial Chemical (Pharmaceuticals), Led ! 
International Laboratories Ltd xx! 
Kaylene, Led inside Front Cover 
Kylon, Led - - xx! 
Lederle Laboratories xin 
Lilly, Eli & Co., Led - . Iviii 
Lloyd, Howard & Co., Led xO 
Macfarian, Jj. F.. & Co OOK VE 
Mentley & james, Ltd. - xvi, xxv xliti and ii 
Mining & Chemical Products, Led - xii 
Napp, H. R., Led . Under contents 
Organon Laboratories, Led ix 
Ortho Pharmaceutical, Led xivii 
Oxo, itd. - xviii 
Paines & Byrne Led xi 
Parke, Davis & Co., Led . . xlv 
Pharmaceutical Laboratories Geigy, Ltd : 7.0009 
Pharmaceutical Specialities (May & Baker), Led 

Outside Front Cover 
Phillips, The Chas. H_ , Chemical Co., Led - ti 


xxKxY 


Page 
Reckitt & Colman Led. - Ixvi 
Riker Laboratories, Ltd xx 
Robopharm, Ltd - xix 
Rousse! Laboratories, Ltd ixi 
Sandoz Products, Ltd 
Sharp & Dohme, Ltd 
Squibb, E. R., & Sons, Led 
Vitamins, Limited - 
Wander. A., Led. - 
Ward, Blenkinsop & Co Led 
Warner, W.R., & Co., Led 
Wyeth, john, and Brother, Led 


FOODS 
Cadbury Bros - - 
Energen Foods Co., Ltd 
Heinz, H. }., Co., Led - 
Marmite Food Extract Co., Ltd 


MENTAL HOMES, &c. 


St. Andrew's Hospital 


INHALATION APPARATUS 


nhalation Institute, The 


MOTOR CARS, &c. 


Barclay, jack. Led 
Car-Coverall, Led 


SURGICAL CORSETS 


cer (Banbury), Ltd 


SURGICAL AND MEDICAL 
APPLIANCES 


Robinson & Sons, Led 
Smith, T. ]., & Nephew, Led 
Swann-Morton 


MISCELLANEOUS 


Du Maurier Cigarettes 

Family Planning Association, The 
Hammond & Champness, Ltd 
Hastings & Thanet Building Society 
Jaeger Co., The 

London Office Machines, Led 
Lucozade, Ltd - : 

Milton Abbey Convalescent Home 
Nuffield Foundation, The 

Royal Naval Medical Service 
Westminster Bank Led 


FOR EDITORIAL AND BUSINESS NOTICES, SEE PAGE Ixviii 





28 years. 


available for selected short service officers. 


civil hospitals, etc 
$.w.! 





ROYAL NAVAL MEDICAL SERVICE 


Navy—preferably below 
and be medically fic. 
Initial entry will be for 4 years’ 
but permanent commissions are 
1951, will 


Candidates are invited for service as Medical 
They must be British subjects whose parents are British subjects, 
No examination will be held but an interview will be required 
short service after which gratuity of £600 (tax free) 
Officers entered om or after Ist January, 
be eligible to be considered for ante-dates of seniority up to 2 years for service in recognised 
FOR FULL DETAILS APPLY MEDICAL DIRECTOR. 


Officers in the Royal 


is payable 


GENERAL, ADMIRALTY, 











LXVIII THE PRACTITIONER 














THE PRACTITIONER 


Editorial and Publishing Offices 
5 BENTINCK STREET 


re 7 . ’ Cables 
WELBECK , LONDON, W.1 PRACTILIM. WESDO 
(2 line LONDON 


SUBSCRIPTIONS—The annual subscription to The Practitioner is 
{£2 : 2s. post free to any part of the world 

When copies are available STUDENTS, and practitioners within their first 
year of qualification, are granted a subscription concession at {1 : §s. 


CONTENTS FOR APRIL 1952 


EMERGENCIES IN GENERAL PRACTICE 
SPECIAL NUMBER 


ARDIAC EMERGENG ayy a tag han, te ag EMERGENCIES 
By C. F. Gavey, M.D R.C.P By Arthur Fa RFPS 
Physicaan and Phystcitan-in-charge ard Surgeon-tn-charge Urological Department 


graphic Department, Westminster Hosp Glasgow Royal Infirmary 


RESPIRATORY EMERGENCIES ey Dy IES IN INFECTIOUS 
3y N. Lloy usby, DN R.C.P. sas 
, AAA! Siggy Sen By Frank Ker, O.B.E., T.D., M.B., Ch.B 
ee eo es es ; leting Medical Superintendent, Little Brom 
Physician, Lond est Hospita aliell dey etacateas Milcemens Biluien 
ABDOMINAL EMERGENCIES 
By R. Milnes Wath, M-S., F.RC-S DIABETIC EMERGENCIES 
Professor of Surgery, University of Brist By W. G. Oakley, M.D., F.R.C.P 


"hy st ’ , ( ¢ pit lmabhet 
P-EDIATRIC EMERGENCIES een, Tae ge Hospital Diabeti 
By R. W. B. Ellis, O.BLE., M_D., F.R.CU vous 
Professor of Child Life and Health, Universit DERMATOLOGICAL EMERGENCIES 
f Edinburgh By F. F. Hellier, O.B.E., M.D., F.R.C.P 


- Dermatologist, General Infirmary, Leed 
S G S 
Cees ee. Sas \N-ESTHETIC EMERGENCIES 
< By H. W. Featherstone, O.B.E., T.D.. M.D 
hstetr on vaacel LL.D., F.F.A. R.C.S 
sae on weed Guas Semior Ineesthetist United Birminghan 
torta Infirmar and Obstetrician Hospita 
Vary Hospital, Newcastle-upon- Tyne EMERGENCY TREATMENT OF BURNS 
AND SCALDS 
NEUROLOGICAL EMERGENCIES By Patrick Clarkson, M.B.E., M.B., F.R.C.S 
Ry Fy €. O. Fewesbury, D.M., M.R.C.P sualty Surgeon, Guy Hospital asts 
D.P.M “rg Basingstoke Plastic Umt and The 
Neurologist, Royal Northern Hospita and val N rthern Hospita 
North Middlesex Hospital 
PSYCHIATRIC EMERGENCIES CURRENT THERAPEUTICS LII 
By E. W. Andersen, M.D., F.R.C.P., D.P.M AMCEBICIDES 
Professor of Psychiatry, Victoria University By A. R. D. Adams, M.D., F.R.C.P., D.T.M 
Manchester Physician Royal Infirmar Physician for Tropical Diseases, Royal Liver- 
Vianchester pool United Hospital 


SUBSCRIPTION FORM 


To the Publishing Dept., THE PRACTITIONER, 5, Bentinck Street, 
London, W.1 








I enclose remittance value {2 : 2:0 
(Medical students and first year practitioners {1 : 5 : 0) 
Please send me THE PRACTITIONER post free for one year, beginning 


vith the number 


Name and Degrees 
(Block tter 











BIOLOGICAL TREATMENT 


“CONSTIPATION 


CONTINENTAL LABORATORIES {TO } gEAT RUSSELL ST. LONDON. WEI 
Teleghone -MUSeum 2042-3 lelegrams:- TAXDLABS PHONE LONDON. 





THE a NOW gee 


TONIC FOR CHILDREN 


FERBELAN, a new pleasantly flavoured syrup, is ideal 

for the treatment of lassitude, decreased alertness and 

lack of appetite in children of all ages. 
FERBELAN PROVIDES 

Vitamins of the B group — for efficient utilisation of 

dietary carbohydrates, fats and proteins. 

Easily assimilable iron— for the formation of haemo- 

globin. 

Vitamin B,,;—for its general tonic and growth 

promoting action. 

Each teaspoonful contains iron and ammonium citrate 

3 grains, vitamin B; 2 mg., nicotinamide § mg., 

riboflavine 0.5 mg. and vitamin B,2 2.5 micrograms. 


‘Ferbelan’ 


4 fi. oz. bottles 38. sd. Price in 
Great Britain to the Medical Profession 
Literature and specimen packings are available on request. 
(Medical Department) 
THE BRITISH DRUG HOUSES LTD. LONDON N.i 
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